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Organic Unity Theory: The Mind-Body Problem Revisited 


Aviel Goodman, M.D. 


The purpose of this essay is to delineate the conceptual framework for psychiatry as an 
integrated and integrative science that unites the mentai and the physical. Four basic philo- 
sophical perspectives concerning the relationship between mind and body are introduced. 
The biopsychosocial model, at this time the preeminent model in medical science that ad- 


_ dresses this relationship, is examined and found to be flawed. Mental-physical identity theory 


is presented as the most valid philosophical approach to understanding the relationship 
between mind and body. Organic unity theory is then proposed as a synthesis of the bio- 
psychosocial model and mental-physical identity theory in which the difficulties of the bio- 
psychosocial model are resolved. Finally, some implications of organic unity theory for 
psychiatry are considered. 1) The conventional dichotomy between physical (organic) and 
mental (functional) is linguisticlconceptual rather than inherent in nature, and all events and 
processes involved in the etiology, pathogenesis, symptomatic manifestation, and treatment 
of psychiatric disorders are simultaneously biological and psychological. 2) Neuroscience 
requires new conceptual models to comprehend the integrated and emergent physiological 
processes to which psychological phenomena correspond. 3) Introspective awareness pro- 
vides data that are valid for scientific inquiry and is the most direct method of knowing 
psychophysical events. 4) Energy currently being expended in disputes between biological 
and psychological psychiatry would be more productively invested in attempting to formu- 


late the conditions under which each approach is maximally effective. 


(Am J Psychiatry 1991; 148:553-563) 


he field of psychiatry represents the intersection 

and potential synthesis of perspectives offered by 
physiology, psychology, and philosophy. Within the 
domain of psychiatry, issues from these areas may be 
explored in terms of their implications for clinical 
practice, research, theory, and metatheory. One par- 
ticular issue epitomizes the intersection of physiology, 
psychology, and philosophy, with major implications 
for all of psychiatry from metatheory to clinical prac- 
tice: the relationship between mind and body, between 
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the mental and the physical. One of the oldest and 
most widely addressed issues in the history of thought, 
it has recently assumed a heightened practical signifi- 
cance in the context of current efforts to define the 
nature of psychiatric illness and the proper role of psy- 
chiatric treatment. 

A review of the literature on this subject (1) revealed 
four fundamental theories concerning the relationship 
between mind and body, or the mental and the phys- 
ical, each articulated by a prominent seventeenth-cen- 
tury philosopher. 

Leibnitz espoused psychophysical parallelism, ac- 
cording to which mind and body are ultimately dif- 
ferent forms of reality existing in a preestablished har- 
mony with no influence on each other. This theory is 
implausible because it denies the influence of mental 
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MIND-BODY PROBLEM 


processes on behavior as well as on physiology and 
ignores the evidence for the influence of physiology on 
mental processes. 

Psychophysical dualism, championed by Descartes, 
shared with parallelism the dualistic thesis that mind 
and body are different forms of existence but added 
_ that they interact with and influence each other. 

Hobbes advocated the theory of materialism: reality 
is a physical reality, and a different, nonphysical reality 
consisting of mental phenomena does not exist. This 
theory has evolved three basic ways of understanding 
mental phenomena. 1) The mental ts reducible to the 
physical and may be completely explained by analysis 
of underlying physical processes (reductionism). 2) 
Mental phenomena are epiphenomena, secondary 
“accidental” effects of physical processes. 3) Mental 
phenomena are emergent relative to physical phe- 
nomena—they are systemic wholes arising from the 
interaction of physical processes and have systemic 
properties not reducible to the properties of their con- 
stituents (this is related to general systems theory). 

The fourth fundamental theory, mind-body identity, 
was articulated by Spinoza. He maintained that brain 
processes and mental states are one and the same thing 
or different ways of comprehending the same thing. 


THE BIOPSYCHOSOCIAL MODEL 


The biopsychosocial model is at this time the preemi- 
nent theoretical framework in medical science that ad- 
dresses the relationship between mind and body. It 
evolved from studies in general systems theory and its 
application to biology, particularly the work of von Ber- 
talanffy and Weiss. The formulation and exposition of 
the biopsychosocial model as a medical theory have been 
primarily the work of George L. Engel, with notable con- 
tributions concerning behavioral medicine from Gary E. 
Schwartz. Less than 20 years old, the biopsychosocial 
model is now the most coherent, comprehensive, and 
empirically valuable conceptual framework within which 
to understand the human being in health and in illness. 

The basic thesis, noted by Weiss and recapitulated 
by Engel (2), is that nature is ordered as a hierarchi- 
cally arranged continuum with the more complex, 
larger units superordinate to the less complex, smaller 
units. Each level in the hierarchy represents an orga- 
nized dynamic whole, or system, and each system im- 
plies qualities and relationships distinctive of that level 
of organization. Meanwhile, nothing exists in isola- 
tion, and every system is influenced by the configura- 
tion of systems of which it is a part. All levels of or- 
ganization are linked, so that change in one effects 
change in the others. 

From another perspective, an event does not occur 
on any particular level but may be approached, per- 
ceived, investigated, and understood on any of several 
levels. An event can be conceptualized as interper- 
sonal, psychological, physiolcgical, or even biochemi- 
cal, depending on the level cf analysis involved. Ac- 
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cording to this theoretical schema, as emphasized by 
Schwartz (3), the “split” between mind and body does 
not inhere in the nature of reality but, rather, in the 
difference between levels. 

Engel (2) noted that each system requires criteria for 
study and explanation which are unique to that level. 
Consistent with this idea, but having further implica- 
tions, is Dismukes’s comment (4) that at each level 
there appear properties unique to that level which can 
be described to some degree in terms of lower-level 
functions, but never completely. This introduces the 
concept of emergence, a central principle of general 
systems theory and the feature of the biopsychosocial 
model that directly addresses the relationship between 
mind and body. Emergence, as described by Schwartz 
(3, 5), signifies that the properties and functioning of a 
system as a whole emerge out of the dynamic interac- 
tion of the components that make up the system. 
Bunge (6) noted that emergent properties are those 
which characterize a system as a whole and which no 
system component has, and Allen et al. (7) stated that 
emergent properties cannot be predicted or deduced 
from the properties of component elements. These points 
have been used in arguments to refute reductionism. 

In applying the concept of emergence to the mind- 
body issue, Bunge (6) proposed that the mental be con- 
ceived of as emergent relative to the physiological. 
Roger Sperry (8) has been one of the foremost propo- 
nents of conceptualizing mental phenomena as “dy- 
namic emergent properties” of cerebral excitation, in- 
separably tied to but “‘different from and more than” 
material brain processes (p. 533). In another paper (9), 
Sperry wrote, “Once generated from neural events, the 
higher order mental patterns and programs have their 
own subjective qualities and progress, operate and in- 
teract by their own causal laws and principles which 
are different from and cannot be reduced to neuro- 
physiology (p. 201). To emphasize that he was not 
proposing a form of dualism, Sperry (9) added to 
emergence the concept of embodiment. According to 
this principle, mind is not a form or state of existence 
different from brain but an organizational or func- 
tional property of brain processing. It is constituted of 
physiological and physicochemical activity embodied 
in and inseparable from the active brain. MacKay (10), 
when discussing the embodiment of mind in brain, 
suggested that mental processes are embodied in brain 
processes as the solving of an equation is embodied in 
the workings of a computer. 

The biopsychosocial model is thus a systems theory 
according to which nature is ordered as a hierarchy of 
systems; the person (experience and behavior) is iden- 
tified as a whole composed of and superordinate to the 
nervous system (and other organ systems). Focusing on 
the relationship between mind: and body, this theory 
conceptualizes mental phenomena as emergent relative 
to the nervous system; they are constituted of and gen- 
erated from physiological and physicochemical events 
but are characterized by emergent properties different 
from and irreducible to neurophysiology. This is an 
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elegant and satisfying model, integrating diverse 
realms of science in one schema that accords mental 
phenomena full epistemological status while appar- 
ently steering a clear course between the Scylla of re- 
ductionistic materialism and the Charybdis of dualism. 
Closer scrutiny, however, indicates the course to be 
less clear on the sea than it is on the chart. 

In a hierarchy of systems, relationships exist be- 
tween the interactions of states, events, and properties 
on one level and the emergent states, events, and prop- 
erties on the next higher level, whether these are des- 
ignated as causal relationships, rules of composition, 
or transformation laws. If one system is to be charac- 
terized as emergent relative to another, a description of 
these relationships—albeit incomplete—must be avail- 
able or there is no basis for the characterization. As 
postulate 2 of Bunge’s exposition of emergence states, 
“Every emergent property of a system can be explained 
in terms of properties of its components and of cou- 
plings among them (6, p. 503). It follows, then, that 
for each ordered pair of systems, one emergent relative 
to the other, there exists a coherent language in which 
to formulate, describe, and explain these relationships. 
Arid this language must be logically and semantically 
continuous with the languages of description/explana- 
tion associated with each of the systems, the relation- 
ship between which is the subject under consideration. 
Such descriptions are not available for the relationship 
between mental states, events, and properties and neu- 
rophysiological states, events, and properties. This in 
itself is not necessarily a problem for the theory that 
the mental is emergent from the physical, since it could 
be argued that the formula of translation has simply 
not yet been discovered or formalized. More proble- 
matic, though, is the lack of a coherent linguistic 
bridge. There is no system of terms that is logically and 
semantically continuous with both mental terms and 
neurophysiological terms. 

Emergence theories, however, may not be threat- 
ened by the lack of a linguistic bridge. Sperry, a major 
advocate of emergence, wrote that mental qualities are 
“of a very different quality from the neural, molecular, 
and other material components of which they are 
built” (9, p. 204). It may be that this qualitative dif- 
ference is sufficient to preclude a coherent language 
that can connect with each system’s semantic/logical 
network and provide a description of the relationship 
between them. Although Sperry insisted that his theory 
did not constitute dualism, it appears that he had be- 
come caught in a bind in which he was unable to deny 
reductionistic materialism without affirming some- 
thing that looks very much like dualism. Popper and 
Eccles (11), while also maintaining that mental pro- 
cesses are emergent relative to physical processes, 
clearly identified their theory as psychophysical dual- 
ism with interaction. They stated that while brain ac- 
tivity is a necessary condition for mental processes, 
mental processes are epistemologically distinct from 
brain processes. They proposed that the relationship of 
the brain to the self is that of computer to program- 
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mer, with the self-conscious mind exercising a superior 
interpretative role with respect to reural events. 

While acceptance of dualism may preserve the integ- 
rity of the biopsychosocial/emergert model, it reintro- 
duces serious weaknesses, the obviation of which was 
among the model’s major attractions. Bunge, a propo- 
nent of emergence theory, dismissed psychoneural du- 
alism as “barren double talk and. . a disguise for ig- 
norance” (6, p. 505). He objected to the theory on the 
logical grounds that it is not falsiñable by empirical 
data. While falsifiability is not necessarily the touch- 
stone of scientific validity, lack of falsifiability tends to 
undermine a theory’s credibility. Meanwhile, MacKay 
(10) stated that the additional entities postulated by 
dualism are not required by the ava lable evidence—an 
argument against dualism based on Ockham’s razor, 
or the principle of parsimony. Bunge (€) further com- 
plained that dualism has failed to define “mental sub- 
stance,” which is necessary because 1) there must be a 
mental substance in order for there to be mental 
states—in Bunge’s words, “A state must be a state of 
something” (p. 502)—and 2) the definition must de- 
note a logical and epistemological difference from 
physical substance (and physical phenomena) in order 
to maintain the claim of dualism. Perhaps the most 
decisive argument is that dualism {ails to account ad- 
equately for the causal relationship between mind and 
brain, as first argued by Kant: how could a mind with 
no spatial existence or extension influence a physical 
brain extended in space? More recently, Fodor (12) 
wondered how a nonphysical mind can give rise to 
physical changes without violating the laws of conser- 
vation of mass, energy, and momeatum. Furthermore, 
if a mental force that could influercce physical entities 
and processes were postulated, it would then by defi- 
nition also be a physical force, which would not be 
consistent with dualism. 

General systems theory, with its attendant concept 
of emergence, is applicable to much of science, and its 
expression in the biopsychosocial model appears to be 
a natural and intuitively pleasing extension of the the- 
ory. Yet the emergence relationship between mind and 
body seems to require somé form of psychophysical 
dualism, which is in turn untenable. 


MENTAL-PHYSICAL IDENTITY TEEORY 


It may be recalled that the mental-phvsical, or mind- 
body, identity theory, as formulated some 300 years 
ago by Spinoza, proposed that krain processes and 
mental processes are the same thirg or different ways 
of conceptualizing the same thing. The following ver- 
sion may provide more clarity and precision. A certain 
class of events is referred to by two different classes of 
terms, mental terms and physical terms. The event (or 
state or process) referred to by anr given mental term 
is identical to the event (or state or process) referred to 
by some physical term. Each class of terms (or lan- 
guage or conceptual network) is associated with its 
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own way of knowing or experiencing. The phenomena 
themselves are inherent:y neither mental nor physical; 
it is the ways of describing, conceptualizing, and ex- 
periencing them that belong to one or the other of the 
categories represented by these terms. 

It is instructive to consider how the classes of mental 
and physical terms can be defined or, more specifically, 
distinguished. As Feigl (13) demonstrated, the physical 
is ultimately defined as “the sort of objects and pro- 
cesses which can be described in the concepts of a 
language with an intersubjective observation basis” (p. 
54). Physical terms are associated with statements that 
are intersubjectively confirmable, whereas mental 
terms are associated with statements that are only sub- 
jectively confirmable. Thus, mental and physical are to 
be understood not as kinds or aspects of reality but, 
rather, as languages or conceptual systems associated 
with different forms of knowledge or ways of know- 
ing/experiencing. 

This difference has been described in various ways. 
The psychoanalyst Sandor Rado characterized con- 
scious experience as the “inward self-expression” of 
neurophysiological activity (14), the former known by 
introspection and the latter known by inspection (15), 
Feigl (13) distinguished between knowledge by ac- 
quaintance (direct experience), which conveys “intrin- 
sic nature,” and knowledge by description or indirect 
manifestation. He noted that in most of science, we 
know only the description or indirect manifestation 
and posit the intrinsic rature. It is only in the case of 
psychoneural events that both forms of knowledge are 
available. Maxwell (16) similarly identified conscious 
experience with knowledge of intrinsic properties but 
contrasted that knowledge with the knowledge of 
“causal roles, structural properties, and positions in 
causal-structural networks” provided by physical sci- 
ence. Physical science asserts the existence of instances 
of a variety of intrinsic properties and imparts infor- 
mation about their various causal and structural rela- 
tionships; however, it provides no knowledge of these 
intrinsic properties themselves. Globus noted that the 
distinction between what the subject experiences as 
consciousness and what the observer experiences as 
neural events is essentially a difference in access to 
information. He wrote, ‘Concerning what is going on 
in my ‘neuropsyche,’ I have direct or first order access 
which I experience as consciousness; and an observer 
looking into my neuropsyche has indirect or second 
order access which he/she experiences as representa- 
tions in his/her consciousness of neural events” (17, p. 
156). 

The idea of identity also merits further exploration. 
Identity of two concepts connotes identical meaning. 
There are three dimensions tc the meaning of a con- 
cept: its referent, its place in and relationship to other 
concepts in a conceptual network, and its confirmatory 
evidence (actual and/or possible data that constitute its 
evidential base). Each cimension of meaning is a di- 
mension of potential identity. Extensional identity de- 
notes a shared referent. Intensional identity between 
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two concepts obtains when they are substitutable for 
each other because they have the same relationships to 
other concepts in a conceptual network. Empirical 
identity describes a condition in which the confirma- 
tory evidence for both concepts is the same. The theory 
of mental-physical identity pertains first of all to iden- 
tity of reference or extension: mental terms and corre- 
sponding physical terms have identical referents, or 
designata. Intensional identity of mental concepts with 
physical concepts is logically ruled out by the defini- 
tions of mental and physical as signifying and consti- 
tuting separate conceptual networks. Some degree of 
identity (metaintensional?) between the logical or for- 
mal characteristics of mental language and those of 
physical language is hypothesized, however; that is, 
the formal structures of the relationships among some 
mental concepts are identical to the formal structures 
of the relationships among some physical concepts. 

Another version of this hypothesis states that there 
exist isomorphisms between certain configurational 
(gestalt) features of the mental conceptual network 
and certain configurational features of the physical 
conceptual network. Empirical identity is doubly pre- 
cluded. On the one hand, the relationship between a 
concept and its evidential base entails also its relation- 
ship to concepts referring to actual or possible confir- 
matory data, so both the concept in question and its 
confirmatory data must be in the same conceptual net- 
work. Mental concepts would thus be confirmed by 
mental data and physical concepts by physical data. 
(Isomorphism of the relationship of concept to confir- 
matory evidence is possible, but not identity of confir- 
matory evidence.) On the other hand, as just discussed, 
mental and physical concepts are associated with dif- 
ferent ways of knowing. Hence, the processes of con- 
firmation, beginning with the criteria for validity of 
data, would be different for each set of concepts. 

The central postulate of the mental-physical identity 
theory is that for every mental concept there exists a 
physical concept with the same referent. The mind- 
body problem thus becomes, as Carnap (18) noted, not 
an ontological or scientific problem but one of logical 
analysis—a matter of the relationship between mental 
concepts concerning the data of first-person phenom- 
enal experience and physical concepts concerning be- 
havior and neurophysiology. The first question is, Can 
such a relationship be delineated? Are mental terms 
and statements translatable into physical terms and 
statements? 

Graham (19), in explicating his thesis of linguistic 
parallelism, claimed that statements in one language 
could be translated into the other. Others, notably 
MacKay and Feigl, have argued against translatability 
on the grounds that the mental and the physical rep- 
resent not only different languages but also different 
logical or categorial types. MacKay (20) maintained 
that statements about conscious experience and state- 
ments about correlated brain activities are “logically 
complementary” and that statements of either type are 
logically irreducible to statements of the other. In an- 
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other paper (21), MacKay differentiated this comple- 
mentarity from the well-known complementarity of 
the wave and particle aspects of light, noting that the 
mental and the physical “are not symmetrically related 
but belong to different conceptual levels which are not 
intertranslatable” (p. 1390). As already noted, identity 
theory states that for every mental concept there exists 
a physical concept with the same referent. The con- 
verse statement—that for every physical concept there 
exists a mental concept with the same referent—is not 
a component of identity theory. Feigl (13) agreed with 
MacKay to the extent of denying purely analytical 
(logical) translatability between statements in the two 
languages, but he carried the discussion a step further. 
He distinguished analytic translation from cross-cate- 
goria] correspondence rules connecting phenomenal 
and physical terms, statements that specify which 
physical term corresponds with a phenomenal term 
(i.e. has the same referent). In another paper (22), 
Feigl! referred to these rules as “empirical identifica- 
tions,” —statements functioning as hypotheses about 
correspondence between phenomenal concepts and 
physical concepts, the substantiation of which requires 
empirical evidence. Feigl did not, however, specify 
what form this evidence should take. He noted that the 
correspondence rules should be formulated in a “‘semi- 
Otic (semantic-pragmatic) metalanguage” (13), which 
would seem to be most appropriate also for the con- 
ceptualization of confirmatory evidence. Again, though, 
it is not clear how such a cross-categorial language 
would be constituted. 

The issue of translatability, particularly as form- 
ulated by Feigl, highlights the important distinction 
between the mental-physical identity theory and hy- 
potheses about mental-physical correspondence. The 
identity theory postulates that the referent of a mental 
term is identical to the referent of a corresponding 
physical term. It describes a general relationship be- 
tween the mental and physical conceptual networks. 
Hypotheses of correspondence, meanwhile, concern 
the relationship of coreference between specific mental 
and physical concepts or classes of concepts. They are 
provisional statements, the validation of which de- 
pends on empirical evidence. Many proponents of 
mental-physical identity theory have formulated it 
as identity of reference between mental (psychologi- 
cal, phenomenal) and neurophysiclogical terms. This, 
however, is not the identity theory but a hypothesis 
of correspondence between mental concepts and the 
class of concepts in the physical conceptual net- 
work that are at the neurophysiological level of orga- 
nization. The discovery of a mental concept for which 
there is no corresponding neurophysiological con- 
cept (i.e., no neurophysiological concept with the same 
referent) would refute this particular hypothesis but 
not the mental-physical identity theory. The identity 
theory does not exclude the possibility that physical 
concepts which correspond to mental concepts may 
belong to some level of organization in the network 
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of physical concepts other than the one represented by 
neurophysiology. 

To bring together the threads of the preceding dis- 
cussion, the mental-physical identizy theory may be 
presented as follows. There exist “pare psychophysical 
events” that the subject and the observer experience 
differently, that they derive differen: knowledge from, 
and that they designate with different classes of con- 
cepts. The subject experiences these events as con- 
scious phenomenal awareness—vwyich yields direct 
knowledge, by acquaintance (first-o7der access), of the 
intrinsic nature of the events—and designates them by 
mental concepts that are confirmable only subjectively. 
The observer experiences these events as behavioral 
and/or physiological data—which provide knowledge, 
by description, of the causal/structuzal relationships of 
these events (as well as second-order access to the sub- 
ject’s experience)—and designates ther by physical 
concepts that are intersubjectively confirmable. The 
identity between mental and physical concepts has two 
components: extensional identity of the events to 
which the concepts refer (the pure psychophysical 
events) and some degree of metaintens:onal identity 
deriving from the isomorphism of structures and rela- 
tionships within each conceptual network. 

Feigl {23) emphasized that the mental and the phys- 
ical are not two realms or concomitant tvpes of events 
but one reality represented in two conceptual systems. 
Globus, meanwhile, rejected the claim of a single real- 
ity: “There is no single reality, as reality cannot be 
conceived of independent of the perspective by means 
of which ‘reality’ is assessed” (17, p. 169). Globus’s 
argument appears to represent the position of episte- 
mological idealism, perhaps informed by develop- 
ments in modern physics. Feigl, whose position resem- 
bles epistemological realism, seemed less concerned 
with the idealism-realism controversy than with ex- 
ploring the semiotics. In any case, there is no signifi- 
cant incongruity in how these perspectives affect men- 
tal-physical identity theory. Similarly, a question may 
be raised concerning the “pure psycaophysical events”: 
do they really exist? Presumably, Feigl would answer 
yes, while Globus would answer no. In pragmatic 
terms, the answer is that it does not matter. Whether 
they are postulated as an underlying reality or dis- 
missed as convenient fiction, they would not be de- 
monstrable, and the distinction wo.ld have no practi- 
cal significance. | 

The foregoing examination of the mind-body prob- 
lem, while not providing a solution, circumscribes it to 
the realm of logical analysis and suggests some guide- 
lines according to which it may be more successfully 
approached. In this context, it mzy seem perplexing 
that mind-body issues have been considered so prob- 
lematic. What emerges is ancther sense in which the 
mind-body problem is a problem of logical analysis. 
Most of the enigmas and conundrums related to the 
mind-body problem in philosophy anc science origi- 
nate from the mixing of terms from conceptual systems 
of different logical or categorial types. Confusion 
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FIGURE 1. The Realm of Science (Systems Hierarchies): Engel’s 
Diagram Modified According to Mental-Physical Identity Theory 
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arises and mistakes emerge when one attempts to make 
causal links between events or processes described in 
terms from one conceptual network with events or 
processes described in terms trom another conceptual 
network of different lozical/categorial type. This con- 
dition permeates the fabric of ordinary language, 
which reflects a dualist‘interactionist view of the rela- 
tionship between the mental and the physical. These 
biases and limitations in turn affect scientific literature, 
even when its intent is explicitly antidualistic. Graham 
(19) documented numerous instances of mind-body 
dualism or interactionism in medical literature. Even 
the word “psychosomatic” is generally used in such a 
way as to imply that mind and body exist separately 
but are connected by some sort of interaction. Since 
the language we learn (content and process) defines the 
concepts and establishes the conceptual relations ac- 
cording to which we perceive, organize, and under- 
stand our experience, it is evident that logic and epis- 
temology are not clearly separable from semiotics 
(study of language processes, including semantics, syn- 
tactics, and pragmatics). It is also evident that the tran- 
scendence of dualistic thinking entails more than the 
decision to adopt a new theory. 


ORGANIC UNITY THEORY 
* Although the biopsychosocial model is the most 
comprehensive and usezul model in medicine that ad- 
dresses the relationship between mind and body, there 
are serious flaws in the view of mind or mental phe- 
nomena as emergent relative to physiological process- 
es. The mental-physical identity theory constitutes the 
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most coherent and logically sound philosophical un- 
derstanding of the relationship between mind and 
body but provides no tangible link with the conceptual 
network of medical science. The organic unity theory 
proposed here is a synthesis ‘of the biopsychosocial 
model and the mental-physical identity theory, an ir- 
tegration of medical science and philosophy. 

Engel represented the biopsychosocial model in an 
elegant diagram that illustrated in vertical array the 
hierarchy of natural systems, ranging from subatomic 
particles to the biosphere (2, p. 537). At the middle 
level of the diagram, above or superordinate to the 
physiological level (labeled “nervous system” by Er- 
gel) and below or subordinate to the interpersonal 
level (labeled “two-person” by Engel), is the level cf 
the single, whole person, which Engel labeled “person 
(experience & behavior).” It is in this characterization 
of person as experience and behavior that the flaw af 
the biopsychosocial model is exemplified. Experience 
is a mental concept, representing direct, first-order 
knowledge by acquaintance that is confirmable only 
subjectively; behavior is a physical concept, represent- 
ing knowledge by description that is intersubjectively 
confirmable. As discussed in the preceding sectior, 
experience and behavior belong to distinct conceptual 
networks, which are of different logical or categorial 
types. Similarly, as noted earlier, there are problems 
with the statement that phenomenal experience is 
emergent relative to physiological processes. It is sig- 
nificant that the names of all the other levels or systems 
in the diagram subsume sets of concepts that. represent 
knowledge by description, which is intersubjectively 
confirmable. In other words, the entire diagram, with 
the exception of experience, is constituted of physical 
concepts. If the diagram is to be logically consistent, 
experience must be removed from what seems to rep- 
resent the conceptual network of physical terms and be 
placed in another diagram that represents the concep- 
tual network of mental terms. | 

This change has been made in figure 1, a diagram 
similar to Engel’s but which incorporates the modifi- 
cations indicated by mental-physical identity theory. In 
this provisional schema the biopsychosocial model, 
with its hierarchy, emergence, and other features of 
general systems theory, is preserved intact. The realm 
of science is represented and known as two linguistic/ 
conceptual networks: the mental and the physical. On 
the physical side are terms which designate systems of 
events, states, and processes that are known by de- 
scription and are intersubjectively confirmable. On the 
mental side are terms which designate systems of 
events, states, and processes that are known directly bv 
acquaintance and are confirmable only subjectively. In 
between, in parentheses, are terms which represent sys- 
tems of events, states, and processes (either postulated 
or imaginary, but in any case indemonstrable) to which 
both mental and physical concepts refer. 

As indicated by the question'marks in figure 1, sev- 
eral issues remain unresolved. The conspicuous asym- 
metry of the diagram, with several systems specified on 


f 
; 


Am J Psychiatry 148:5, May 199i 


ap 


the physical side and only one on the mental side, sug- 
gests the possibility that there may be other levels of 
organization which could be designated by mental 
terms. Such a notion has received support from aca- 
demic as well as spiritually oriented sources. Wittgen- 
stein (24) maintained that the private process of expe- 
rience is embodied in the public world of the subject’s 
behavior in his or her particular social context, not 
only in his or her brain. This idea was echoed by 
Booth, who explicitly extended mind-brain identity to 
mind—physical-world identity. He wrote, “Mental pro- 
cesses form causal chains at a level of analysis in terms 
of meaning which is complementary to analysis at the 
physical level; physical causation runs through a sys- 
tem in which brain and environment are integrated” 
(25, p. 348). Approaching the issue from an informa- 
tion-processing orientation, MacKay (21) wrote, “Rel- 
evant flow-lines [of information] would in general ex- 
tend beyond the confines of any one component 
structure, and during conscious action might even run 
out-and-back through the environment” (p. 1389). 
The anthropologist Gregory Bateson (26) was devel- 
oping a similar idea when he wrote, “The mental 
world—the mind-—-the world of information process- 
ing—is not limited by the skin.” Conceptualization of 
this possibility—of levels of organization of mental 
systems other than the human nervous system—is lim- 
ited by the difficulty in attributing phenomenal expe- 
rience to levels of organization designated by subper- 
sonal or suprapersonal terms and in imagining what 
other forms of mental properties there might be at 
these levels. 

The question mark at the left of figure 1 refers to the 
ordering of the physical systems hierarchy as it is por- 
trayed in the diagram, which reflects Engel’s portrayal 
in the original diagram (2). It is clear that the nervous 
system is not composed of, emergent from, or super- 
ordinate to other organ systems. It, like the others, is 
emergent from and superordinate to the organs and 
tissues from which it is composed. And there is a phys- 
iological system (not mentioned in Engel’s original di- 
agram) that is composed of, emergent from, and 
superordinate to the organ systems, including the ner- 
vous system: the whole physiological gestalt of the hu- 
man organism. This system would be at the same level 
of hierarchical organization as the intersubjectively 
confirmable molar behavior (behavior as a whole) of 
the crganism described as a person by an observer; and 
both would seem to be at the same level as the direct 
awareness of the organism experienced as “person” by 
the subject himself or herself. 

This leads to the question indicated by the other 
question mark, left of center in figure 1: at which level 
of organization in the physical conceptual network are 
the terms that correspond to (i.e., have the same ref- 
erent as) phenomenal/experiential terms? This is an 
issue not of logical analysis but of empirical identifi- 
cation, as discussed in the preceding section. State- 
ments of mental-physical correspondence are hypoth- 
eses, the substantiation of which requires empirical 
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FIGURE 2. The Realm of Science (Systems Hierarchies): Engel’s 
Diagram Further Modified According to Organic Unity Theory 
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evidence. It is hypothesized here that the physical 
terms that correspond to phenomenal/experiential 
terms may be found at the organismic level of organi- 
zation, represented by the emergent physiological ge- 
stalt on the one hand and molar behavier on the other. 

The additional modifications of the diagram sug- 
gested by the preceding discussion are incorporated in 
figure 2. 


IMPLICATIONS FOR PSYCHIATRY 


Organic unity theory entails a range of implications 
for psychiatry, from theory to research to clinical prac- 
tice. Some of these will now be considered. 


Theory 


Among the implications of organic unity theory for 
psychiatry, perhaps the most salient is the dissolution 
of the apparent dichotomy between the biological (or- 
ganic) and the psychological (functional). It has been 
mentioned that inherent in current language, and in 
the conceptual structures which it defines in infancy 
and later expresses, is a dualist/interactionist view of 
the relationship between the mental and the physical. 
Consistent with this linguistic/conceptual framework, 
psychiatric disorders have been regarded as a result of 
the summation or interaction of biological and psycho- 
logical factors and have been classified according to 
these factors’ relative preponderance. Listed at the 
more biological end of the spectrum are bipolar disor- 
der (manic-depressive illness), schizophrenia, and ma- 
jor depression. Genetic studies have demonstrated 
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hereditary transmission of these disorders, effective 
pharmacotherapeutic agents have been developed and 
are in widespread use, and coherent biological theories 
have been formulated to explain both pathogenesis 
and the actions of psychotropic medications. At the 
psychological end of the spectrum are placed neurotic 
conditions and personality disorders, which are more 
responsive to psychological therapies and less respon- 
sive to psychotropic medications. 

According to organic unity theory, the distinction 
between the biological and the psvchological pertains 
to the separate conceptual nezworks, not to the refer- 
ents of these concepts. Each event or process involved 
in the etiology, pathogenesis, symptomatic manifesta- 
tion, and treatment of psychiatric disorders is not ei- 
ther biological or psychological; it is both biological 
and psychological. Certainly, each conceptual system 
has varying degrees of adequacy in characterizing (fur- 
nishing terms to describe) and explaining (relating 
these terms to others in the causal/structural network) 
different psychiatric syndromes or disorders. This, 
however, reflects not the inherent nature of the disor- 
ders but, rather, the limitations of the conceptual sys- 
tems. Neurotic conditions and personality disorders 
are no less biological than are schizophrenia and mood 
disorders, and the latter are no less psychological than 
the former. Perhaps schizophrenia and mood disorders 
are considered to be more biological because they have 
more known features that readily fit the schemata for 
biological data and they have been more clearly de- 
fined in intersubjectively confirmable terms. In addi- 
tion, available pharmacological agents more specifi- 
cally and reliably alter their more clearly defined 
symptoms. The argument that genetic evidence for he- 
reditary transmission indicates a biological rather than 
a psychological disorder is predicated on the erroneous 
equation of genetic with biological and of psycholog- 
ical with environmental, as well as on the erroneous 
dichotomization of the biological and the psychologi- 
cal. What is inherited are genetically encoded predis- 
positions to the development of events and processes 
(or patterns thereof), which may be referred to by and 
understood in terms of both biological and psycholog- 
ical concepts. This is as true for neurotic conditions 
and personality disorders as it is for schizophrenia and 
mood disorders. 

Conceptualization of this principle may be facili- 
tated by considering theories about genetic/hereditary 
contributions to language acquisition (syntactic struc- 
tures) and the potential for cognitive development, 
both of which are processes generally formulated in 
psychological terms. While research concerning spe- 
cific hereditary factors in neurotic and personality dis- 
orders is by no means complete, it is likely that these 
disorders involve predispositions to the development 
of 1) temperament variables, including activity level, 
rhythmicity or regularity, approach versus avoidance 
tendencies, adaptability, threshold of responsiveness, 
quality of mood, intensity of mood response, and atten- 
tion ability (27, 28), 2} style of cognitive functioning 
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(e.g., global and diffuse versus: focused and detailed), 
3) introversion (inner-orientedness) versus extraver- 
sion ({other-orientedness), and’ 4) precursors of ego 
functions, including affect tolerance, affect regulation, 
impulse control, reality testing, and synthetic/integra- 
tive ability. Often, it is assumed that psychodynamic 
concepts refer to processes that have no biological ba- 
sis. A more accurate statement is that what is lacking is 
not the biological basis but, rather, the linguistic/con- 
ceptual schemata (as well as neurophysiological 
knowledge) with which to describe and understand the 
biological aspects of the processes to which psychody- 
namic terms refer, 


Research 


In neuroscience research there has been a reduction- 
istic tendency to search for causes or correlates of psy- 
chological phenomena in specific areas of the brain or 
in the activity of certain neurotransmitters (or their 
receptors). The data thus gathered and the theories 
constructed have proven to be fascinating and useful 
but of limited value in furthering understanding ož 
conscious experience. Organic unity theory indicates 
that conscious experience is more likely to correlate 
with or correspond to the functional state and activity 
of the entire brain (perhaps of the entire organism) anc 
that the state and activity of this system are character- 
ized by emergent properties that cannot be reduced te 
or deduced from the properties of component systems. 

The unity of self-representation in awareness (the 
conscious “I’’) is a significant feature of conscious 
experience. Mental-physical identity theory indicates 
that there is a corresponding physical concept whick. 
designates the same psychophysical referent. MacKay 
addressed this point, proposing that the unity of phe- 
nomenal consciousness depends on the functional in- 
tegration of cerebral information flow patterns: “The 
brain-correlate of the unity of the conscious ‘P woulc 
be sought at the information level, in the topological 
unity of the internal organizing activity made possible 
by information-linkages between the participating 
brain-elements” (21, p. 1389). In a more recent paper 
(20), MacKay continued, “The correlate of conscious 
mental activity ... would not be the neural activity in 
a specific anatomical location so much as the informa- 
tional traffic at a specific level of the cerebral informa- 
tion flow system” (p. 293). The significance of the in- 
formation flow approach is its emphasis on process 
and functional properties, enabling understanding tc 
transcend the structural anatomic/biochemical catego- 
ries according to which causal or correlational hypoth- 
eses are conventionally organized. This orientation 
suggests that while the brain may be described in terms 
of structural organization, psychological phenomena 
are more likely to correspond to descriptions of brain 
processes in terms of functional organization, which 
reflect states and properties of the whole brain as a 
system. ! 

Much of the mind-body literature related to emer- 
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gence is focused on the idea of mind emerging from 
brain—a confusion of logical/categorial types, as noted 
earlier. Emergence within a particular conceptual net- 
work (mental or physical), however, remains a critical 
feature of organic unity theory. The significance of this 
for neuroscience was noted by computer scientist Doug- 
las Hofstadter (29): “Godeľ’s proof suggests that there 
could be some high-level way of viewing the mind/ 
brain, involving concepts which do not appear on 
lower levels, and that this level might have explanatory 
power that does not even exist—not even in princi- 
ple—on lower levels. It would then mean that some 
facts could be explained on the high level quite easily, 
but not on lower levels at all” (p. 708). It seems that 
reductionistic research and theories concerning neuro- 
chemistry and anatomic localization of function are 
unlikely to elucidate the more integrated and emergent 
physical processes which correspond to psychological 
phenomena and that there needs to be a complemen- 
tary body of research and theory which focuses on the 
more integrated, emergent functioning of the brain as 
a whole. 

The progress of physical science has both directly 
and indirectly fostered the development of new ways 
of understanding the function of the brain as a whole. 
Modern physics and electrodynamics enabled the de- 
velopment of positron emission tomography and nu- 
clear magnetic resonance scanning, means by which 
the functioning of the whole brain may be studied in 
vivo. Indirectly, modern physical science has delin- 
eated patterns of functional relationships from which 
theoretical models of brain functioning may be gener- 
ated by analogy. Current models of brain functioning 
are organized according to the conceptual relation- 
ships of classical (Newtonian) physics, which expresses 
an epistemological system as well as denoting a field of 
study. This epistemological system (theory of knowl- 
edge) is embodied in our linguistic and conceptual 
structures, imposing covert impediments to the devel- 
opment of new theories. It is proposed here that mod- 
els elaborated through the use of conceptual structures 
and relationships developed in modern physics (includ- 
ing relativity, quantum mechanics, and chaos theory) 
may be able to provide understanding that is unavail- 
able with current models. Maxwell (16) suggested that 
field theory could provide a model for understanding 
the configurational properties of nervous system func- 
tioning which correspond to the properties of psycho- 
logical states and processes. Others, including Pribram 
et al. (30), Wolf (31), Bohm (32), and Pelletier (33, 
34), have applied concepts from modern physics in 
developing provocative models of brain functioning. 

The implications of organic unity theory for re- 
search are not limited to neuroscience and indicate that 
the appropriate domain for scientific research in psy- 
chiatry extends to other realms of data. According to 
organic unity theory, mental concepts and the corre- 
sponding physical concepts have the same referents al- 
though they belong to separate conceptual networks. 
Hence, the facts represented by phenomenal terms and 
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those represented by physiological cr behavioral terms 
have equivalent logical and epistemological status. The 
data of introspection are therefore no less valid for 
scientific inquiry than are physiolozical or behavioral 
data. | 

A further, more radical conclusion is suggested by 
the earlier discussion regarding the distinction between 
mental and physical concepts in terms of different 
forms of knowledge or ways of knowing. It may be 
recalled that a mental concept represents direct knowl- 
edge, by acquaintance (first-order access), of the intrinsic 
nature of an event, while the corresponding physical 
concept represents knowledge, by description (second- 
order access), of the causal/structuzal relationships of 
that same event. While all areas ol science assert the 
existence of intrinsic properties and describe their 
causal/structural relationships, only in the case of in- 
trospective awareness (the “inward self-expression” of 
the mind-brain) can intrinsic properties be known di- 
rectly by acquaintance. As stated by Globus (35), “If 
consciousness is literally identical with events, which 
to an observer are neurally embodied, then conscious- 
ness is literally the most direct manner of knowing 
these events” (p. 168). It may be noted that “most 
direct” is not necessarily equivalentto “best,” since the 
significance of knowledge is a function of its relation- 
ship to other concepts in the conceptual network. The 
practical value of knowledge in the mental conceptual 
network will additionally depend on the number and 
strength of empirical identificatiors between physical 
concepts and mental concepts and che relational prox- 
imity within the conceptual network between these 
(identified) mental concepts and the knowledge in 
question. 

Additional points relevant to research concern the 
hazards involved in mixing terms from conceptual sys- 
tems of different logical or categorial types. Hypothe- 
ses that causally link events or processes described in 
physical terms with events or prccesses described in 
mental terms are particularly susceptible to dualistic 
fallacies. 


Clinical Practice 


It is in the clinical practice of psychiatry that the 
inherent unity of the processes ta which mental and 
physical terms refer is most readily experienced, 
though not so easily verbalized. The implications of 
organic unity theory for clinical p-actice may be con- 
sidered in terms of general approach, diagnosis, and 
treatment. 

General approach. The most ev.dent implication of 
organic unity theory is that the dispute between phys- 
iological psychiatry and psychological or psychother- 
apeutic psychiatry serves no useful purpose. Each con- 
stitutes a valid conceptual framework and approach to 
assessment and treatment. In each system are some 
hypotheses and methods that are more valid and some 
that are less valid, according to the criteria for validity 
defined within that system. Clinicians provide the best 
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care for their patients to the extent that they are able to 
approach, conceptualize, and relate to them as whole 
organic unities. It may not always be necessary for 
clinicians to be experts in the theory and practice of 
both pharmacotherapy and psychotherapy, but it is 
incumbent upon them to be fluent in both physical and 
mental languages and to appreciate and have the abil- 
ity to evaluate both objective and subjective data. The 
energy that is currently being expended in polemics 
about whether physiclogical or psychological treat- 
ment is better would be more productively invested in 
attempting to delineate the conditions under which 
each approach is maximally effective. 

Diagnosis. The implications of organic unity theory 
for psychiatric diagnosis begin with the recognition 
that a diagnostic system may be formulated in accor- 
dance with a physical ‘objective) conceptual network, 
a mental (subjective) conceptual network, or a combi- 
nation of the two. A combination is likely to lead to 
confusion on logical as well as factual levels. The cur- 
rently prevalent system represents an attempt to for- 
mulate diagnoses in the objective terms of the physical 
conceptual network. The value of this diagnostic sys- 
tem in organizing objective data and predicting re- 
sponses to physiological interventions does not, how- 
ever, preclude the possibility that a diagnostic system 
formulated in mental terms may be of comparable 
value in organizing subjective data and predicting re- 
sponses to psychological interventions. Other implica- 
tions for diagnosis relate to how the diagnostic system 
is to be organized. The discussion in the preceding 
section on the implications for psychiatric theory sug- 
gests that the division of psychiatric disorders into clin- 
ical syndromes (axis I in DSM) and personality disor- 
ders (axis II) may need to be reassessed. It is clear that 
the principles according to which a diagnostic system 
is organized must subserve pragmatic values in terms 
of predicting course of illness, prognosis, and response 
to treatment. It is often less clear how these principles 
reflect an underlying theoretical orientation. It is nec- 
essary to articulate this theoretical base as clearly and 
explicitly as possible sc as to guard against the possi- 
bility that theoretical influences operating outside of 
awareness may undermine the pragmatic value of the 
system. Organic unity theory is proposed as a theoret- 
ical base from which a pragmatically valuable diagnos- 
tic system may be derived. 

Treatment, Organic unity theory states that the 
events and processes with which psychiatry is con- 
cerned are both physical and mental and that the dis- 
tinction resides not in the events and processes but in 
the linguistic/conceptual framework used in referring 
to them. This applies to therapeutic interventions as 
well as to the targets of interventions. “Physiological” 

“psychological” interventions lead to changes in 
the organism that are both physical and mental, i.e., 
potentially describable in both physical and mental 
terms. It follows that there is no contradiction in de- 
scribing psychotherapy as a biological treatment (36) 
and that a treatment philosophy which denies the 
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significance of either physical or mental processes de- 
serves to be viewed with suspicion. Organic unity the- 
ory implies that boundaries between treatment disci- 
plines are arbitrary (although not thereby without 
value) and promotes enhanced openness between cli- 
nicians with different areas of expertise, as well as 
within a single clinician, toward diverse areas of study. 


CONCLUSIONS 


In The Structure of Scientific Revolutions, Kuhn (37) 
wrote, “Something like a paradigm is prerequisite to 
perception itself. What a person sees depends both 
upon what he looks at and also upon what his previous 
visual-conceptual experience has taught him to see” (p. 
113). This is no less true in the mental sciences than in 
the physical sciences, and it is particularly applicable 
to the science of psychiatry, which unites the mental 
and the physical, both as objects of inquiry and as 
modes of inquiry. Throughout this discussion it has 
been assumed that a significant relationship exists be- 
tween physiology, psychology, and philosophy, which 
converge in psychiatry. It is hoped that the organic 
unity theory will promote actualization of the vast po- 
tential of this relationship. 
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Comorbidity of Attention Deficit Hyperactivity Disorder 
With Conduct, Depressive, Anxiety, and Other Disorders 


Joseph Biederman, M.D., Jeffrey Newcorn, M.D., and Susan Sprich, B.A. 


I 


Objective: Attention deficit hyperactivity disorder is a heterogeneous disorder of unknown 
etiology. Little is known about the comorbidity of this disorder with disorders other than 
conduct. Therefore, the authors made a systematic search of the psychiatric and psycholog- 
ical literature for empirical studies dealing with the comorbidity of attention deficit hyper- 
activity disorder with other disorders. Data Collection: The search terms included hyperac- 
tivity, hyperRinesis, attention deficit disorder, and attention deficit hyperactivity disorder, 
cross-referenced with antisocial disorder (aggression, conduct disorder, antisocial disorder), 
depression (depression, mania, depressive disorder, bipolar), anxiety (anxiety disorder, anx- 
jety), learning problems (learning, learning disability, academic achievement), substance 
abuse (alcoholism, drug abuse), mental retardation, and Tourette’s disorder. Findings: The 
literature sutports considerable comorbidity of attention deficit hyperactivity disorder with 
conduct disorder, oppositional defiant disorder, mood disorders, anxiety disorders, learning 
disabilities, and other disorders, such as mental retardation, Tourette’s syndrome, and bor- 
derline personality disorder. Conclusions: Subgroups of children with attention deficit hy- 
peractivity disorder might be delineated on the basis of the disorder’s comorbidity with other 
disorders. These subgroups may have differing risk factors, clinical courses, and pharmaco- 
logical responses. Thus, their proper identification may lead to refinements in preventive and 


treatment strategies. Investigation of these issues should help to clarify the etiology, course, 
and outcome of attention deficit hyperactivity disorder. l 


(Am J Psychiatry 1991; 148:564—577) 


A ttention deficit hyperactivity disorder is a hetero- 
geneous disorder of unknown etiology. The prev- 
alence of the disorder has been estimated to range from 
2% (1) in primary care pediatric samples to 6% (2) 
and 9% (3) in large-scale population studies of school- 
age children. Attention deficit hyperactivity disorder is 
one of the most common sources of referrals to family 
physicians, pediatricians, pediatric neurologists, and 
child psychiatrists. Its impact on society is enormous in 
terms of financial cost, stress to families, disruption in 
schools, and the potential for leading to criminality 
and substance abuse (4). 

In recent years, evidence has been accumulating re- 
garding high levels of comorbidity of attention deficit 
hyperactivity disorder with a number of disorders, in- 
cluding mood and anxiety discrders as well as conduct 
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disorder. This high level of comorbidity has been 
found in culturally and regionally diverse epidemio- 
logic samples {i.e., New Zealand and Puerto Rico) (2, 
3, 5) as well as in clinical samples (6), indicating that 
attention deficit hyperactivity disorder is most likely a 
group of conditions with potentially different etiologic 
and modifying risk factors and different outcomes 
rather than a single homogeneous clinical entity. 
Comorbidity raises fundamental questions as to 
whether psychiatric disorders are discrete and inde- 
pendent disease entities (7). Comorbidity pervasively 
affects research and clinical practice as a result of its 
influence on diagnosis, prognosis, treatment, and 
health care delivery (8). From the research perspective, 
subgroups of patients with attention deficit hyperac- 
tivity disorder and comorbid disorders may represent 
more homogeneous subgroups of patients with atten- 
tion deficit hyperactivity disorder. From the clinical 
perspective, subgroups of patients with attention def- 
icit hyperactivity disorder and comorbid disorders may 
respond differentially to specific therapeutic ap- 
proaches. From the public health perspective, such 
subgroups may be at high risk for the development of 
severe psychopathology. Subgrouping children with 
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attention deficit hyperactivity disorder may permit the 
development of early intervention strategies. This lat- 
ter aspect is particularly important in the light of long- 
term follow-up studies of children with attention def- 
icit hyperactivity disorder (9, 10), which indicate that 
a subgroup of subjects with attention deficit hyperac- 
tivity disorder and comorbid disorders have a poorer 
outcome as evidenced by significantly greater social, 
emotional, and psychological difficulties. Although the 
comorbidity of psychiatric disorders has been studied 
in adult psychiatry as a topic of major practical and 
theoretical significance (11), research data on attention 
deficit hyperactivity disorder have only recently been 
analyzed with comorbidity taken into account. There- 
fore, it remains to be determined whether research 
findings previously reported in children with attention 
deficit hyperactivity disorder are related to the atten- 
tion deficit hyperactivity disorder itself, the existence 
of comorbid disorders, or the combination of both 
(12). 

Several competing hypotheses have been proposed 
to account for patterns of comorbidity (12): 1) the 
comorbid disorders do not represent distinct entities 
but, rather, are the expression of phenotypic variabil- 
ity of the same disorder, 2) each of the comorbid dis- 
orders represents distinct and separate clinical entities, 
3) the comorbid disorders share common vulnerabili- 
ties (13), either genetic (genotype), psychosocial (ad- 
versity), or both, 4) the comorbid disorders represent a 
distinct subtype (genetic variant) within a heteroge- 
neous disorder (13) (i.e., attention deficit hyperactivity 
disorder plus conduct disorder may be a subtype of 
attention deficit hyperactivity disorder), 5) one syn- 
drome is an early manifestation of the comorbid dis- 
order (i.e., attention deficit hyperactivity disorder is an 
early manifestation of a conduct or mood disorder), 
and 6) the development of one syndrome increases the 
risk for the comorbid disorder (i.e., attention deficit 
hyperactivity disorder increases the risk for conduct or 
mood disorder). Investigation of these issues should 


help to clarify the etiology, course, and outcome of © 


attention deficit hyperactivity disorder. 

The development of a conceptual model for under- 
standing the high rate of comorbidity of other disor- 
ders in attention deficit hyperactivity disorder is com- 
plicated by controversy regarding the validity of 
attention deficit hyperactivity disorder itself as a dis- 
tinct clinical entity. Disagreements remain as to which 
of the multiple symptom domains represented in the 
criteria for attention deficit hyperactivity disorder 
should be viewed as constituting the core deficit (i.e., 
inattentiveness versus hyperactivity), the categorical or 
typological nature of the medically dominated diag- 
nostic system versus a dimensional approach to classi- 
fication, and whether pervasive or situational symp- 
toms should be required for diagnosis. For example, a 
number of authorities have argued that evidence for 
the validity of attention deficit hyperactivity disorder is 
limited to a rather severe or pervasive type of the dis- 
order (14—17). Despite this controversy, however, an 
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extensive body of literature derivec from longitudinal 
follow-up studies (10, 1£, 19), treazment studies (20), 
psychosocial and developmental correlates (21), and 
family-genetic studies of male (6, 22) and female (23) 
probands support the concurrent and predictive valid- 
ity of the broad conceptualization of attention deficit 
hyperactivity disorder as proposed in DSM-III and 
DSM-II-R. 

Despite the thousands of scientific articles and the 
many review articles, books, and book chapters on 
attention deficit hyperaccivity disorder in the medical, 
psychological, and educational literature, little is known 
about the comorbidity af this disorder with other dis- 
orders. This review examines the avaiable literature 
on the extent and importance of comorbidity with 
other disorders in the syndrome >f attention deficit 
hyperactivity disorder. We conducteca a systematic 
search of the psychiatric and psychological literature 
for empirical studies dealing with the comorbidity of 
attention deficit hyperactivity disorder with other dis- 
orders. The search terms includec hyperactivity, hy- 
perkinesis, attention deficit disorder, and attention 
deficit hyperactivity disorder, cross-referenced with 
antisocial disorder (agg-ession, conduct disorder, an- 
tisocial disorder), depression (dep-ession, mania, de- 
pressive disorder, bipolar), anxietr (anxiety disorder, 
anxiety), learning problems (learning, learning disabil- 
ity, academic achievement), substamce abuse (alcohol- 
ism, drug abuse), mental retardat.on, and Tourette’s 
disorder. Since citation of every published article on 
this topic is beyond the scope of this review, we se- 
lected for citation representative studies that were con- 
ducted with the most sozhisticated metaods. Although 
the DSM-III-R definitioas of attenzion deficit hyperac- 
tivity disorder and releted disorders anchor this re- 
view, many of the stucies descrited here used other 
means of classification, mcluding DSM-H, DSM-III at- 
tention deficit disorder, and dimensional descriptions 
of clinical syndromes. For simplicizy of exposition, the 
names of DSM-III-R categories will be used generi- 
cally unless otherwise s>ecified. 


COMORBIDITY WITH CONDUCT DISORDER 


Attention deficit hyperactivity disorder and conduct 
disorder have been found to occur together in 30% to 
50% of cases in both epidemiologic (2, 3) and clinical 
(6, 24-34) samples (table 1). Whe-her attention deficit 
hyperactivity disorder and conduct disorder constitute 
separate symptom domains or diagnostic categories 
has been the topic of considerable debate (7, 35, 36, 
40, 47—49; unpublishec 1989 paper by B.B. Lahey and 
C.L. Carlson). 

Two central positions concerning the relationship 
between attention defizit hyperactivity disorder and 
conduct disorder can be identified: attention deficit hy- 
peractivity disorder and conduct disorder are indistin- 
guishable (complete overlap), or they are either par- 
tially or completely irdependent. The position that 
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TABLE 1. Representative Studies of Comorbid Attention Deficit Hyperactivity Disorder and Conduct Disorder ' 


Author 
Offord et al. (35) 


Lahey et al. (36) 


Sandberg et al. (37) 
Prinz et al. (29) 


Stewart et al. (25) 
August et al. (38) 


August and Stewart 
(39) 


Thorley (40) 
Gittelman et al. (18) 
McGee et al. (5) 


Weiss et al. (10) 


Shapiro and Garfinkel 
(27) 


Taylor et al. (15) 
Taylor et al. (16) 


Anderson et al. (2) 
Biederman et al. (24) 
Loney (31) 


Milich et al. (34) 
Reeves et al. (41) 
Bird et al. (3) 
Klorman et al. (42) 


Lahey et al. (43) 
Loeber et al. (19) 


Barkley et al. (44) 


Farrington et al. (45) 


Lahey and Carlson 
{unpublished) 

Mannuzza et al. (4) 

Szatmari et al. (21) 


Faraone et al. (46) 


“fear 
1979 


1980 
1980 
1981 
1981 
1983 
1983 


1984 
1985 
1985 


1985 
1986 
1986 


1986 


1387 
1387 
1387 


1387 
1387 
1388 
1988 


1988 
1988 


1989 
1989 


1989 
1989 


1989 
1991 


Age 
(years) 


12° 
8—11% 


5-95 
6~8 


9 b 
Children 


Sex 
M 


Subjects 
N Type 
66 Court cases 
109 Nonreferred schoolchildren 
226 Community sample 
109 Schoolchildren rated hy- 
peractive by teachers 
175 Clinically referred 
52 Clinically referred 
67 Clinically referred to child 
psychiatry; given diag- 
nosis of hyperactivity 
146 Clinically referred and 
control 
201 Referred for hyperactivity; 
normal control 
926 Community sample 
104 Referred; control 
3145 Nonreferred schoolchildren 
60 Clinically referred for anti- 
social or disruptive be- 
avior 
64 Clinically referred for anti- 
social or disruptive be- 
havior 
792 Nonreferred; subset of 53 
iven diagnosis of ADD 
42° Clinically referred; normal 
control 
— Review of previous work 
76 Clinically referred 
105 Referred 
386 Probability sample from 
population of Puerto Rico 
63 Referred to pediatrics, neu- 
rology, or psychiatry 
86 Outpatients referred for psy- 
chological assessment 
187 Volunteers in 4th, 7th, and 
10th grades 
74 Clinically referred 
411 Nonreferred schoolchildren 
103 — 
372 Clinically referred; control 
2,697 Nonreferred 
125 Clinically referred; normal 


*ADD=attention deficit disorder, ADHD=attention deficit hyper- 
activity disorder, ADDH=attention deficit disorder with hyper- 
activity, CD=conduct disorder, OPD=oppositional disorder. 


Mean. 


566 


contro 


“Information not provided. 


Range. 


Type of Study 
and/or Comparison? 


CD vs. ADD+CD 


c 


a 


ADDH vs. CD 

Hyperactivity vs. hyperactivity + 
Een symptoms 

ADDH vs. CD vs. ADDH+CD 

Follow-up study; hyperactivity vs. 
hyperactivity +CD 


ADD with vs. without family his- 
tory of antisocial disorder 


Prospective longitudinal study; hy- 
peractivity vs. CD 

Prospective longitudinal follow-up 
study; hyperactive vs. contro 

Epidemiologic study 


i 
i 


Prospective 15-year follow-up 
study; hyperactive vs. control 
Epidemiologic study 
l 


Cluster analysis 


c 


amama 


Epidemiologic study 


Family study; ADD vs. ADD+OPD 
VS. contro 


Follow-up; ADD vs. CD vs. ADD+ 
CD vs. other diagnoses 

ADDH vs. ADDH+CD vs. anxiety 
vs. control 

Two-stage epidemiologic study 


Bah art vs. placebo; 

ADHD vs. ADHD + aggressive 
symptoms vs. borderline ADHD 

Family study; ADHD vs. ADHD+ 
CD vs. CD vs. control 

Follow-up study; ADD+CD vs. 
ADD vs. CD vs. remainder 


Drug study; ADHD with vs. with- 

out aggressive symptoms 
Prospective longitudinal study 
Review; ADDH vs. ADD 


Follow-up study 


Epidemiologic study 
Family study; ADD vs. psychiatric 


control vs. normal control; 
oo vs, ADD+OPD vs. 


l 
i 


a 
q 


“Number of families rather than number of subjects. 
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TABLE 1 (continued) 


Instruments Used 


c 


Behavior checklists, achievement tests, peer 
rating scales 


Rating scales 


Clinical assessment, rating scales 
Structured interviews, behavior checklists, 
ach:evement tests 


Clinical assessments, clinical interviews, 
WI 


Clinical rating sheets (ICD-9), factor scales 
Structured interviews 


Teacher ratings 


Structured interviews, self-rating scales, psy- 
chiatric histories (DSM-III) 

Teacker ratings, structured interview, atten- 
tional battery, achievement tests 

Behavior checklists, psychiatric interviews 


Semistructured interviews, behavior check- 
lists, psychological testing 


Structured interviews, behavior checklists 


Clinical interviews, structured interviews 


c 


Struczured interviews, statistical analysis of 
individual ADD and CD symptoms 

Structured interviews, cognitive tests, behav- 
ior questionnaires 

Behavior checklists, structured interviews 


Achievement test, rating scales 


Structured interviews, rating scales 


Behavior and health checklists, intelligence 
tests, psychosocial assessment, police re- 


orts 
Parental interview, behavior rating scales, 
cognitive tests 
Behavior checklist, cognitive assessments, 
criminal records 


Structured interviews, rating scales 
Structured interviews 
Structured interviews, behavior checklists, 


clinical diagnoses Pea 
Structured interviews, morbidity risk 


BIEDERMAN, NEWCORN, AND SPRICH 


Findings* 


More perinatal events in ADD+CD; no differences on other measures cf psychosocial 
disadvantage or cognitive skills 

Figs intercorrelations for hyperactivity and conduct problem scale factors, similar corre- 
ation patterns for criterion variables; similar multiple regressions for combined and 
separate factors 

No differences 

Positive correlation between hyperactive and aggressive symptoms; hyperactivity and ag- 
gressive symptoms intertwined 

No differences in age, IQ, and family size; more school problems in ACDH 

At follow-up hyperactive children still inattentive and impulsive; those with 
hyperactivity +CD still inattentive, impulsive, aggressive, noncompliant, antisocial, and 
abusing alcohol 

ADD with family history of antisocial diagnosis significantly higher on aggression, non- 
a antisocial behavior, egocentricity; significantly higher rate of CD in sib- 
ings 

CD had greater frequency of aggressive, antisocial, emotional, and psychosocial distur- 
bances; hyperactive had greater frequency of hyperactivity and inattention 

Full ADDH in 31% of hyperactive vs. 3% of control; CD and substance use disorder 
significantly higher in hyperactive 

ADDH ratings correlated with cognitive skills; no differences on psychosocial disadvan- 
tage; inattention correlated with cognitive skills; CD and hyperactivity correlated with 

sychosocial disadvantage 

66% of hyperactive continued to have one or more disabling symptoms; 23% of hyper- 
active vs. 2.4% of control had antisocial personality disorder 

2.3% had ADD; 3.6% had CD; 3.0% had ADD+CD; interdependence between ADD 


and CD 
25% had high scores on hyperactivity and inattention; good response to stimulants; clas- 
sification of pervasive hyperactivity with inattention robust 


Independence of inattentive and antisocial, defiant, CD dimensions 


47% of ADD had CD and/or OPD; 35% of CD and/or OPD had ADD 


64% of ADD had CD and/or OPD; 46% of ADD+CD/OPD relatives vs. 13% of ADD 
relatives vs. 7% of control relatives had antisocial disorders 

Aggressive symptoms differentiated hyperactive/minimal brain dysfunction boys on sev- 
eral measures; differentiation between hyperactivity + aggressive symptoms and hyper- 
activity valuable 

Conditional probability of ADD in CD was 0.67; conditional probability of CD in ADD 
was 0.30; ADD and CD are partially independent 

sare ae we or more diagnoses; 85% of CD had ADD; ADDH and CD are partially 
independent 

57% of ADD had CD and/or OPD; 47% of CD and/or OPD had ADD 


Similar responses to methylphenidate in all three groups 


Higher rates of aggression, arrest, and imprisonment in fathers of ADHD+CD; familial- 
ity of ADD not reported 

Hig est rates of police contacts and self-reported delinquency in ADD +CD; 30.8% of 

p a vs. 3.4% of ADD vs. 20.7% of CD vs. 1.7% of remainder were multiple 

offenders 

Aggressive and nonaggressive ADHD similar in drug respenses; aggressive had more im- 
paired family situations 

Hyperactivity and CD independently predictive of juvenile convictions; 45.8% of 
hyperactive+CD vs. 35% of CD vs. 23.5% of hyperactive vs. 12.6% with neither 
were convicted as juveniles 

41% of ADDH vs. 20% of ADD had CD 


For cohort 1, 68% of ADD vs. 13% of control had ADD and 45% ot ADD vs. 16% of 
control had CD; for cohort 2, 70% of ADD vs. 10% of control had ADD and 59% 
of ADD vs. 18% of control had CD 

ee ~ CD occurred together significantly often; ADD+CD seemec true hybrid 

isorder 

Higher familial risk for ADD, antisocial disorders, and substance use disorder in « 

DD+CD; earlier age at onset of ADD and highest rates of school dysfunction in 
ADD+CD; ADD+CD had more virulent form of ADD; OPD was familial (validity of 
OPD); ADD+OPD was intermediate between ADD and ADD+CD (OPD may be sub- 
syndromal manifestation of CD) 
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COMORBIDITY OF ATTENTION DISORDER 


attention deficit hyperactivity disorder and conduct 
disorder are indistinguishable suggests that, given the 
measurement and/or diagnosis of either attention def- 
icit hyperactivity disorder or conduct disorder, the 
identification of the other yields no additional infor- 
mation. Proponents of this position point to the simi- 
larities between children with attention deficit hyper- 
activity disorder and children with conduct disorder 
frequently reported in studies of correlates, outcome, 
and treatment responses (44, 50). Similarly, they point 
to intercorrelations between symptoms of attention 
deficit hyperactivity disorder and symptoms of con- 
duct disorder (aggressive, disruptive, and noncompli- 
ant behaviors) often reported in factor-analytic studies 
of children with behavioral disorders (51, 52). In ad- 
dition, they cite a lack of substantial differences in psy- 
chosocial, neurodevelopmental, and perinatal factors 
between children with attention deficit hyperactivity 
disorder and children with conduct disorder (37). 

Proponents of the independent position view atten- 
tion deficit hyperactivity disorder and conduct disor- 
der as either completely or partially independent. Sup- 
port for this position can be derived from studies that 
compared patterns of familial aggregation, cognitive 
performance, and outcome of children with attention 
deficit hyperactivity disorder with those of children 
with attention deficit hyperactivity disorder plus con- 
duct disorder. In the studies of Loney et al. (53), symp- 
toms of hyperactivity and aggression were not highly 
correlated and showed different patterns of concurrent 
and predictive validity, suggesting that they were sep- 
arate dimensions. In those studies, the presence of con- 
duct disorder in childhood, whether associated with 
attention deficit hyperactivity disorder or not, was sig- 
nificantly correlated with aggressive behavior and de- 
linquency in adolescence (53), but childhood attention 
deficit hyperactivity disorder without conduct disorder 
was correlated with cognitive and academic deficits 
(21, 32, 54). Similar findings emerged from a fol- 
low-up study in a nonclinical sample (55, 56). Other 
studies (21, 34, 38, 41, 45, 57, 58) have demonstrated 
that children with attention deficit hyperactivity dis- 
order with an associated childhood-onset conduct dis- 
order have more serious clinical courses and poorer 
outcomes than children with actention deficit hyperac- 
tivity disorder without conduct disorder. 

Family studies have shown that childhood conduct 
disorder, but not attention deficit hyperactivity disor- 
der, is associated with parental antisocial behaviors 
and alcoholism (6, 25, 38, 46, 54). Investigators have 
found that the familial risk for attention deficit hyper- 
activity disorder and antisocial disorders is highest 
among relatives of children with attention deficit hy- 
peractivity disorder with concomitant conduct disor- 
der (24, 28, 46, 54, 59). Several reports have also 
shown that a current or past history of attention deficit 
hyperactivity disorder is frequently reported among 
patients with alcohol dependence (60-62) and drug 
addiction (63, 64). Since follow-up studies of children 
and adolescents with the diagnosis of conduct disorder 
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are in agreement regarding the strong predictive power 
of conduct disorder for future psychiatric disorders, 
social adjustment problems, antisocial personality, al- 
coholism, and criminality (58), it has been suggested 
that the delinquent behaviors and substance abuse of- 
ten reported in follow-up studies of boys with atten- 
tion deficit hyperactivity disorder (18, 65) may be 
linked to childhood antisocial disorders rather than to 
the syndrome of attention deficit hyperactivity disor- 
der per se (4, 39, 45). ; 

Two studies examining the response to stimulants of 
children with attention deficit hyperactivity disorder 
with and without associated conduct disorder (42, 44) 
found that the two groups of children showed similar 
patterns of improvement with regard to symptoms of 
attention deficit hyperactivity disorder. Although these 
two studies cannot help resolve the debate regarding 
the independence of attention deficit hyperactivity dis- 
order and conduct disorder, they support the clinical 
relevance of diagnosing both attention deficit hyperac- 
tivity disorder and conduct disorder when the disor- 
ders occur together. 

Although debate continues as to whether attention 
deficit hyperactivity disorder is distinct from conduct 
disorder, the bulk of the evidence appears to indicate 
that attention deficit hyperactivity disorder and con- 
duct disorder are at least partially independent dimen- 
sions and/or categories. Attention deficit hyperactivity 
disorder and conduct disorder differ not only in their 
defining clinical features but also in external variables 
such as outcome (cognitive dysfunction for attention 
deficit hyperactivity disorder versus aggression, antiso- 
cial behaviors, substance abuse, and delinquency for 
conduct disorder), etiologic factors (familial aggrega- 
tion), and psychosocial and developmental correlates. 
Thus far, data from treatment studies have not re- 
solved the debate. There is increasing evidence that 
children with attention deficit hyperactivity disorder 
plus conduct disorder appear to have a particularly 
severe form of attention deficit hyperactivity disorder. 
Thus, subgrouping based on comorbidity with conduct 
disorder may be of potential ,value in determining 
which children with attention deficit hyperactivity dis- 
order have a more serious prognosis and different fam- 
ily-genetic risk factors and require specialized compre- 
hensive therapeutic interventions. 


COMORBIDITY WITH OPPOSITIONAL DEFIANT 
DISORDER 


The nosologic status of oppositional defiant disorder 
and consequently that of attention deficit hyperactivity 
disorder plus oppositional defiant disorder remains un- 
clear (66, 67). To date, only a few studies have gener- 
ated data on oppositional defiant disorder. Some of 
these have grouped oppositional defiant disorder and 
conduct disorder together into a single antisocial be- 
havioral category, making it difficult to draw conclu- 
sions about oppositional defiant disorder itself. The 
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few studies available report an overlap of at least 35% 
between attention deficit hyperactivity disorder and 
oppesitional defiant disorder, either alone or com- 
bined with conduct disorder, in both epidemiologic (2, 
3) and clinical (6, 46) studies of children and adoles- 
cents. Faraone et al. (46) recently demonstrated that 
DSM-III oppositional disorder itself is also familial 
and that the risk for oppositional disorder among rel- 
atives of probands with attention deficit disorder plus 
oppositional disorder is three times greater than the 
risk among relatives of probands with attention deficit 
disorder without oppositional disorder and nearly ten 
times greater than the risk among relatives of normal 
control subjects. These data provide some evidence for 
the validity of DSM-III oppositional disorder. 

In terms of severity of the clinical picture, the avail- 
able data suggest that children with attention deficit 
hyperactivity disorder plus oppositional defiant disor- 
der may form an intermediate subgroup between those 
who have attention deficit hyperactivity disorder alone 
and those with attention deficit hyperactivity disorder 
plus conduct disorder. For example, Faraone et al. (46) 
showed that although probands with DSM-III atten- 
tion deficit disorder plus oppositional disorder had a 
higher rate of school dysfunction than those with at- 
tention deficit disorder alone, this rate was lower than 
that of subjects with attention deficit disorder plus 
conduct disorder. A similar pattern was observed in 
the risk for attention deficit disorder and antisocial 
disorders among relatives of probands: family mem- 
bers of probands with attention deficit disorder plus 
oppositional disorder were at higher risk for antisocial 
disorders and attention deficit disorder than relatives 
of probands with attention deficit disorder alone but at 
lower risk than relatives of probands with attention 
deficit disorder plus conduct disorder. These findings 
are consistent with the hypothesis that oppositional 
defiant disorder may be a subsyndromal manifestation 
of conduct disorder (unpublished 1985 paper by J. 
Loney). 


COMORBIDITY WITH MOOD DISORDERS 


Attention deficit hyperactivity disorder and mood 
disorders have been found to occur together in 15% to 
75% of cases in both epidemiologic (2, 3) and clinical 
(6, 68—71) samples of children and adolescents (table 
2). Some investigators, however, have not found high- 
er-than-expected rates of mood disorders in children 
wita attention deficit hyperactivity disorder (10, 18, 
43, 72). In clinical samples, the association between 
attention deficit hyperactivity disorder and mood dis- 
orders has been reported in studies of children with 
nonbipolar major depression and dysthymia (75), 
studies of adolescents with bipolar disorder (80), and 
studies of children with attention deficit hyperactivity 
disorder (6, 69, 73, 77). Studies of high-risk children of 
parents with mood disorders have found high rates of 
attention deficit hyperactivity disorder in these chil- 
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dren (78, 79; unpublished 1989 paper by H. Orva- 
schel), and family studies of children with atzention 
deficit hyperactivity disorder have found a significantly 
higher rate of mood disorders in probands with atten- 
tion deficit hyperactivity disorder and in their first- 
degree relatives than in normal control children and 
their first-degree relatives (74, 76). Studies of adopted 
children with the diagnosis of attention deficit hyper- 
activity disorder found higher rates of major depres- 
sive disorder in the biological relatives of these chil- 
dren than in their adoptive relatives and the biological 
relatives of control subjects (82). Case reports have 
described individuals with childhood histories of atten- 
tion deficit hyperactivity disorder who developed ma- 
jor affective disorders in later years (833. It is doubtful 
that the comorbidity of attention deficit hyperactivity 
disorder and mood disorders can be explainec by as- 
certainment bias because high levels of comorbidity of 
these disorders have also been found in culturally and 
regionally diverse population-based epidemiologic sam- 
ples (2, 3, 5). 

Findings reported by Biederman et al. (84) support 
the hypothesis that DSM-III attention deficit disorder 
and major depressive disorder share common familial 
vulnerabilities. Familial risk analyses revealed the fol- 
lowing: 1) the risk for major depressive disorder 
among the relatives of probands with attention deficit 
disorder was significantly higher than the risk among 
relatives of normal comparison children, 2) the risk for 
major depressive disorder was the same among the 
relatives of probands with and without major depres- 
sive disorder and significantly higher in both groups 
than among the relatives of normal control children, 
and 3) the two disorders did not cosegregate within 
families. These findings are consistent with the hypoth- 
esis that attention deficit disorder and major depressive 
disorder represent different expressions of the same 
etiologic factors responsible for the manifestation of 
attention deficit disorder. The reasons why the shared 
genotype may have differing phenotypic expressions 
such as attention deficit disorder, major depressive dis- 
order, or attention deficit disorder plus major depres- 
sive disorder remain unknown. 

Follow-up data for children with attention deficit 
hyperactivity disorder as well as for children with ma- 
jor depressive disorder (85, 86) strongly suggest that 
although these disorders are individually associated 
with substantial long-term psychiatric morbidity, their 
occurrence together may be associated with a particu- 
larly poor outcome. In a study that evaluated predic- 
tors of suicide in adolescents, Brent et al. (87) reported 
that adolescents who committed suicide had higher 
rates of bipolarity and attention deficit hyperactivity 
disorder than did those who attempted suicide. Thus, 
the occurrence together of attention deficit hyperactiv- 
ity disorder and mood disorder is suggestive of a sub- 
group of children with attention deficit hyperactivity 
disorder at higher risk for greater psychiatric morbid- 
ity and disability (81) and perhaps at higher risk for 
suicide than other children with attention deficit hy- 
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TABLE 2. Representative Studies of Comorbid Attention Deficit Hyperactivity Disorder and Depression 


Subjects 
Age Type of Study 
Author Year (years) Sex N Type and/or Comparison? 
Stewart and Morrison 1973 Children M,F 135 Clinically referred Family study; biological ADD vs. 
(72) adopted ADD vs. control 
Staton and 1981 S-12? M,F 178 Referred for school — 
Brumback (68) problems 
Bohline (73) 1985 6-11? M,F 108 Referred for special educa- ADD vs. no ADD 
tion 
Gittelman et al. (18) 1985 1623" M 201 Referred for hyperactivity; Prospective longitudinal follow-up 
normal control study; hyperactive vs. control 
Weiss et al. (10) 1985 21-335 M,F 102 Referred hyperactive and Prospective longitudinal follow-up 
normal control study 
Anderson et al. (2) 987 11° M,F 792 Nonreferred; subset of 53 Epidemiologic study 
given diagnosis of ADD 
Biederman et al. (74) 1987 6-17" M,F 42° Clinically referred for Family study 
ADD and nonreferred 
control 
Alessi and Magen 1988 — —“ 160 Clinically referred for Examination of comorbid disorders 
(75) MDD, dysthymia, or 
other diagnosis 
Biederman et al. (76) (in 6-17?” M,F 99° Referred; pediatric control Family study, ADD+MDD vs. 
press) ADD vs. control 
Bird et al. (3) 1988 4-16" M,F 386 Probability sample from Two-stage epidemiologic study 
population of Puerto 
Rico 
Brown et al. (77) 1988 6-12 M,F 116° Referred; matched control Family study; ADD vs. no ADD 
Jensen et al. (70) 1988 919° M 35 Referred outpatients and MDD vs. ADDH vs. control 
control 
Keller et al. (78) 1988 6-19 M,F 275 Mixture of offspring of Retrospective assessment of course 
MDD parents and coni- 
munity sample of MDD 
and non-MDD parents 
Orvaschel et al. (79) 1988 6-17 M,F -—* Children of referred unipo- High-risk study; MDD vs. control 
lar parents and normal 
control parents 
Strober et al. (80) 1988 13-17” M, F 81 Inpatients Family study; bipolar I vs. schizo- 
phrenia 
Lahey and Carlson 1989 6-135 M,F 103 = Review; ADD vs. ADDH 
(unpublished) 
Mannuzza et al. {4) 1989 16-23? M 372 Clinically referred; control Follow-up study 
Weinberg et al. (81) 1389 6-15” M,F 227 All students in school for ADD+MDD vs. ADD vs. MDD vs. 
children with learning chronic mood disturbance vs. no 
disabilities behavioral condition 
Woolston et al. (71) 1389 4-145 M,F 35 Inpatients Psychiatric assessments 
*ADD=attention deficit disorder, ADHD=attention deficit hyper- >Range. 
activity disorder, ADDH=attention deficit disorder with hyper- “Information not provided. 
activity, CD=conduct disorder, MDD=major depressive disorder, 4Mean. | 


OPD=oppositional disorder. 


peractivity disorder and adolescents without such co- 
morbid disorders. 


COMORBIDITY WITH ANXIETY DISORDERS 


Epidemiologic (2, 3) and clinical samples of children 
with anxiety disorders (88) and children with attention 
deficit hyperactivity disozder (6, 43, 69, 71, 89) have 
found a comorbid association between attention deficit 
hyperactivity disorder and anxiety disorders of ap- 
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“Number of families rather than number of subjects. 


proximately 25% (table 3). Investigators have also 
noted higher rates of attention deficit hyperactivity dis- 
order in children of parents with anxiety disorders 
than in children of comparison groups (91). Lahey et 
al. (43, 90) noted that children with a DSM-III diag- 
nosis of attention deficit disorder without hyperactiv- 
ity had higher rates of anxiety disorders than children 
with attention deficit hyperactivity disorder. A recent 
investigation of the familial interrelationship between 
attention deficit hyperactivity disorder and anxiety dis- 
orders (92) provided evidence for an association be- 
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TABLE 2 (continued) 


Instruments Used 
Interviews 
Clinical assessments 
Questionnaires 
Structured interviews 
Structured interviews, self-rating scales, psy- 
chiatric histories (DSM-III) 


Structured interviews, behavior checklists 


Structured interviews 
Interviews 


Structured interviews 


Behavior checklists, structured interviews 


Depression inventory 


Rating scales, structured interviews 


Structured interviews 


Structured interviews, RDC 


c 


nt 


Structured interviews 


Standardized psychometric intelligence and 
achievement tests, semistructured inter- 
views 

Clinical diagnoses, behavior checklists, intel- 
ligence tests 


BIEDERMAN, NEWZORN, AND SPRICH 


Findings* 
No significant differences in rates of bipolar and unipolar atfective disorder 


60% met criteria for MDD; 44% met criteria for hyperactivity; 73% of hyperactive had 
MDD; 55% of MDD had hyperactivity 
ADD more depressed than no ADD 


3% of hyperactive vs. 2% of control had current affective disorder; 6% of hyperactive 
vs. 10% of control had history of affective disorder 

More suicide attempts by hyperactive than control in year before zollow-up; no signifi- 
cant differences in depression scores on self-rating scale 

15% of ADD met criteria for depression and/or dysthymia; 57% 3f MDD met criteria 
for ADD 

32% of ADD and 27% of ADD relatives met criteria for MDD vz. none of control and 
6% of control relatives FB 


25% of ADD, 25% of CD, and 25% of anxious had MDD; 22% of ADD, 33% of CD, 
and 89% of anxious had dysthymia 


26% of ADD probands had MDD; morbidity risks for ADD and MDD in ADD and 
ADD+MDD differed significantly from control 
19% of ADD met criteria for MDD; 30% of MDD met criteria for ADD 


ADD and ADD parents were significantly more depressed than ne ADD and no ADD 
parents 

Rates of specific disorders not reported; significant symptom (externalizing) overlap 
between ADD and MDD; few ADD symptoms in MDD boys tut high rates of exter- 
nalizing behaviors and impulsivity and low frustration tolerance (question of OPD); 
depressive symptoms commonly noted in ADDH boys (cuestion of ¢éysthymia) 

14% had MDD; 87% had at least one MDD parent; 53% had anxiety, ADD, CD, or 
substance use disorder; 29% had two or more comorbid diagnoses; 45% with two or 
more diagnoses had ADD 


High rates of MDD and ADD in children of MDD parents 


24% of adolescent bipolar I probands had childhood history of ADDH; rate of ADDH 
in relatives not reported 
9% of ADDH vs. 8% of ADD had MDD (n.s.) 


No case of current major depression in ADD; lifetime (since age 13) prevalence of MDD 
not significantly different between ADD and control 
ADD+MDD had most behavioral problems 


32% had ADHD with dysthymia 





tween the two disorders. This study found 1) that the 
risk for anxiety disorders among the relatives of pa- 
tients with attention deficit hyperactivity disorder was 
significantly higher than the risk among relatives of 


orders within families could not ke established. These 
findings suggest that attention defizit hyperactivity dis- 
order and anxiety disorders transmit independently in 
families. 


normal comparison children, 2) that the risk for anx- 
iety disorders was significantly higher in relatives of 


probands with attention deficit hyperactivity disorder 


COMORBIDITY WITH LEARNING DISABILITIES 


and anxiety disorders than in relatives of children with 


attention deficit hyperactivity disorder without anxiety 
disorders, and 3) that nonindependent transmission of 
attention deficit hyperactivity disorder and anxiety dis- 
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An overlap between attention deficit hyperactivity 
disorder and learning disabilities has been consistently 
reported in the literature. The reported degree of over- 
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TABLE 3. Representative Studies of Comarbid Attention Deficit Hyperactivity Disorder and Anxiety 


Subjects 
Age 

Author Year (years) Sex N Type 

Gittelman et al. (18) 1985 16-23° M 201 Referred hyperactive and 
normal control 

Anderson et al. (2) 1987 11° M,F 792 #Nonreferred; subset of 53 
given diagnosis of ADD 

Lahey et al. (90) 1987 6-13 M,F 63 Clinically referred; given 
diagnosis of ADD 

Last et al. (88) 1987 5-18? M,F 73 es ria at anxiety 
clinic 

Munir et al. (69) 1987 5~16° M 42 Clinically referred; pediat- 
ric control 

Sylvester et al. (91) 1987 7-17? M,F 91 High-risk children of anx- 
ious, depressed, or con- 
trol parents 

Bird et al. (3) 1988 4-16? M,F 386 Probability sample from 
population of Puerto 
Rico 

Mannuzza et al. (4) 1989 16-23? M 372 Clinically referred; control 

Pliszka (89) 1989 26 M, F 79 Clinically referred 

Woolston et al. (71) 1989 4.145 M,F 35 Inpatients 

Biederman et al. (92) 1991 6-17" M,F 125 Clinically referred; pediat- 


Type of Study 
and/or Comparison? 


Prospective longitudinal follow-up 
study; hyperactive vs. control 

Epidemiologic study 

ADDH vs. ADD 

Assessment of comorbidity 


Family study 


Comparison of three structured 
interviews 


Two-stage epidemiologic study 


Follow-up study 
Drug study 


Psychiatric assessments 
Family study; ADD vs. psychiatric 


*ADD=attention deficit disorder, ADHD=attention deficit hyper- 
activity disorder, ADDH=attention deficit disorder with hyperac- 
tivity, CD=conduct disorder. 


lap ranges from as low as 10% (57, 93) to as high as 
92% (94). This variability.is most likely due to differ- 
ences in selection criteria, sampling, and measurement 
instruments, as well as inconsistencies in the criteria 
used to define both attention deficit hyperactivity dis- 
order and learning disabilities in different studies 
(95, 96). In addition to these inconsistencies in the 
definitions of learning d:sabilities and attention deficit 
hyperactivity disorder, the academic dysfunction com- 
monly associated with both conditions and the hetero- 
geneity of the learning disabilities have led to wide- 
spread confusion about these disorders. 

Studies have consistently shown that children with 
attention deficit hyperactivity disorder perform more 
poorly in school than control subjects, as evidenced by 
more grade repetitions, poorer grades in academic sub- 
jects, more placement in special classes, and more tu- 
toring (94, 97—99}. Findings also indicate that children 
with attention deficit hvperactivity disorder perform 
more poorly than control subjects on standard meas- 
ures of intelligence and achievement (51). Follow-up 
studies have found thar the academic and learning 
problems of children with attention deficit hyperactiv- 
ity disorder persist into adolescence and are associated 
with chronic underachievement and school failure (10, 
18). It is still unknown whether school failure in chil- 
dren with attention deficit hyperactivity disorder is 
related to the psychiatr:c picture of inattention and 
impulsivity (attention deficit hyperactivity disorder), 
cognitive deficits (learnir.g disabilities), a combination 
of both factors (attentior deficit hyperactivity disorder 
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ric control control vs. normal control 


>Range. 
“information not provided. 
Mean. 


plus learning disabilities), or perhaps other factors 
such as social disadvantage or demoralization and con- 
sequent decline in motivation (51). 

The finding in some studies that learning disabilities 
are almost universally found among children with at- 
tention deficit hyperactivity disorder (94) has led some 
authors to suggest that attention deficit hyperactivity 
disorder and learning disabilities may be indistinguish- 
able (100). However, important differences exist in the 
defining characteristics of both disorders. Although at- 
tention deficit hyperactivity disorder is a behavioral 
syndrome with characteristic symptoms of inattentive- 
ness, impulsivity, and hyperactivity, learning disabili- 
ties refer to a group of cognitive disorders thought to 
reflect perceptual handicaps in one or more basic cog- 
nitive processes manifested as disorders of language, 
reading, writing and spelling, or arithmetic. Moreover, 
many children with attention deficit hyperactivity dis- 
order are achieving adequately, and not all children 
with learning disabilities have attention deficit hyper- 
activity disorder, suggesting that the two disorders 
may be independent but can overlap in some individ- 
uals (101). 

In an attempt to clarify the nature of the association 
between attention deficit hyperactivity disorder and 
learning disabilities, researchers have begun to com- 
pare subgroups of children with learning disabilities, 
attention deficit hyperactivity disorder, and attention 
deficit hyperactivity disorder plus learning disabilities 
(93, 102). Although this approach holds promise, most 
studies have found few differences among subgroups. 
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TABLE 3 (continued) 


Instruments Used 


Structured interviews 

Structured interviews, behavior checklists 
Structured interviews, behavior checklists 
Semistructured interviews 

Structured interviews 


Structured interviews, personality 
inventories 


Structured interviews, behavior checklists 


Structured interviews 


Clinical interviews, observational measures, 
memory tests 

Behavior checklists, IQ tests 

Structured interviews 
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Findings* 


None of hyperactive vs. 2% of control had current anxiety disorder; none of hyperactive 
vs. 3% of control had history of anxiety disorder 
26% of ADD had anxiety; 24% of anxious had ADD 


43% of ADD vs. 10% of ADDH had concurrent internalizing diagnosis 
16.7% of those with separation anxiety had ADD; 18.2% of overanxious had ADD 
27% of ADD vs. 15% of control had anxiety 


33% with panic disorder parents vs. 6% with control parents had ADD according to 
child report; 43% with panic disorder parents had panic disorder by parent report; 
40% with panic disorder parents had panic disorder by child report 

8% of ADD had anxiety; 18% of anxious had ADD 


Current anxiety disorders rare in ADD; lifetime (since age 13) prevalence of anxiety dis- 
orders not significantly different between ADD and control 

28% of ADHD had anxiety; ADHD +anxiety had significantly less CE than did ADHD; 
ADHD+ anxiety had poorer response to methylphenidate than ADHD 

61% had ADHD +anxiety 

30% of ADD vs. 15% of normal control had anxiety 


For example, Halperin et al. (93) compared children 
with attention deficit hyperactivity disorder plus learn- 
ing disabilities (reading disabilities) with children with 
only attention deficit hyperactivity disorder to examine 
whether children with both disorders constitute a dis- 
tinct subgroup. The authors interpreted their finding 
that the two groups did not differ behaviorally or in 
sociodemographic characteristics as giving minimal 
support to the usefulness of subgrouping attention def- 
icit hyperactivity disorder on the basis of the presence 
of learning disabilities. In a study using a similar design 
and analytic approach, Ackerman et al. (102) also 
failed to find differences between children with comor- 
bid attention deficit hyperactivity disorder and learn- 
ing disabilities and children with attention deficit hy- 
peractivity disorder alone on measures of impulsivity 
and response to stimulants. It is important to stress, 
however, that although the children in these studies all 
shared the clinical features of attention deficit hyper- 
activity disorder, they may have differed in fundamen- 
tal ways determined by the presence of learning dis- 
abilities and its correlates. The identification of these 
differences may have major clinical and educational 
importance because the two disorders require different 
intervention approaches. Although more research is 
needed to further evaluate the nature of the association 
between attention deficit hyperactivity disorder and 
learning disabilities, the subgroup of children with 
attention deficit hyperactivity disorder plus learning 
disabilities deserves special clinical and educational 
attention. 
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COMORBIDITY WITH OTHER DISORDERS 


Attention deficit hyperactivity disorder is generally 
considered to be three to four times more prevalent in 
mentally retarded children than in these with normal 
IQ scores (103-106). In a study that analyzed the type 
of behavioral disturbance as a function of IQ (104), 
conduct disorder was found to be far more common 
than attention deficit hyperactivity disorder in boys 
with IQs greater than 50, but attention deficit hyper- 
activity disorder and conduct disorder were equally 
prevalent in children with IQs less than 50. In another 
study (103), attention deficit hyperactivity disorder 
was found to be much more common in the educable 
mentally retarded (IQ greater than 50) than in the gen- 
eral population. Russell (106) has noted that individ- 
uals with IQs less than 50 may exhibit different types 
of psychiatric disorders than those with milder mental 
retardation. In addition, studies in which stimulant 
treatment has been shown to be effective in children 
with attention deficit hyperactivity disorder plus men- 
tal retardation have been conducted only in subjects 
with mild mental retardation (107, 108). These data 
are consistent with a definition of attention deficit hy- 
peractivity disorder that allows comorbidity with mild 
mental retardation but imposes an IQ cutoff below 
which attention deficit hyperactivity disorder should 
not be diagnosed. Since attention deficit hyperactivity 
disorder appears to occur with increasing frecuency in 
individuals with mental retardation, more werk needs 
to be done to evaluate whether attention and activity 
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problems in the mentally retarded should be viewed as 
constituting attention deficit hyperactivity disorder or 
whether they are a consequence of having a low IQ. 

Comorbidity of Tourette’s syndrome and attention 
deficit hyperactivity disorder has been well docu- 
mented. Approximately 60% of children and adoles- 
cents with Tourette’s syndrome have been shown to 
have comorbid attention deficit hyperactivity disorder 
(13, 109-111). Because the prevalence of attention 
deficit hyperactivity disorder is much higher than that 
of Tourette’s syndrome, only a small percentage of 
children with attention deficit hyperactivity disorder 
will have comorbid Tourette’s syndrome. Although the 
comorbidity figures from these studies are in close 
agreement, discrepant viewpoints have been proposed 
regarding their interpretation. Comings and Comings 
(109, 111) contended that there is a genetic relation- 
ship between Tourette’s syndrome and attention deficit 
hyperactivity disorder and that a Tourette’s syndrome 
gene (as yet unidentified) accounts for approximately 
10%—-30% of attention deficit hyperactivity disorder. 
Conversely, Pauls et al. (13) disputed the conclusion 
that attention deficit hyperactivity disorder and 
Tourette’s syndrome are genetically related. Identi- 
fication of children at risk for the development of 
Tourette’s syndrome within the larger population of 
individuals with attention deficit hyperactivity disor- 
der has important practical implications because psy- 
chostimulant treatment has been associated with the 
development of Tourette’s syndrome in some studies 
(112) and may be contraindicated in children at high 
risk for Tourette’s syndrome. 

Comorbidity of attention deficit hyperactivity disor- 
der and borderline personality disorder has been de- 
scribed by Andrulonis et al. (113), who found that 
25% of a group of 106 borderline patients with IQs 
greater than 80 had a current or past history of atten- 
tion deficit hyperactivity disorder and/or learning dis- 
abilities. Similarly, Bellak et al. (114~116) described a 
group of subjects with impulsive behavior, learning 
problems, mood lability, impaired judgment, disorga- 
nization, and intermittently poor reality testing whom 
they referred to as having attention deficit hyperac- 
tivity disorder psychosis. Successful treatment of co- 
morbid attention deficit hyperactivity disorder and 
borderline personality with methylphenidate (117) and 
imipramine (118) has been described in case reports. 


CONCLUSIONS 


There is increasing recognition that attention deficit 
hyperactivity disorder is a heterogeneous disorder with 
considerable and varied comorbidity. The weight of 
the available literature indicates the frequent occur- 
rence together of conduct, mood, and anxiety disor- 
ders, as well as learning disabilities, with attention def- 
icit hyperactivity disorder in childhood, adolescence, 
and adulthood. The observed comorbidity does not 
appear to be either random or artifactual. Rather, spe- 
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cific patterns of symptoms and syndromes tend to oc- 
cur together in individuals and families. Current re- 
search findings have begun to suggest that subgroups 
might be delineated on the basis of patterns of comor- 
bidity. Recent family-genetic data suggest that atten- 
tion deficit hyperactivity disorder plus conduct disor- 
der may be a distinct subtype, that attention deficit 
hyperactivity disorder and major depression may share 
common familial vulnerabilities, and that attention 
deficit hyperactivity disorder and anxiety disorders 
may be independently transmitted. Ongoing research 
on attention deficit hyperactivity disorder and comor- 
bid learning disabilities as well as other comorbid dis- 
orders will determine the nature of their association. 
Subgroups of patients with attention deficit hyper- 
activity disorder may have different risk factors, 
clinical courses, neurobiology,:and pharmacological 
responses, so their proper identification may lead to 
refinements in prevention and treatment strategies. Al- 
though the high level of comorbidity within attention 
deficit hyperactivity disorder may lead to problems in 
differential diagnosis, these difficulties do not invali- 
date the diagnosis of the disorder. Rather, further ex- 
amination of the patterns and ‘structure of observed 
comorbidity could help to revise and improve existing 
methods of classification. 
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The Psychological Sequelae of Therapeutic Abortion— 
Denied and Completed 


Paul K.B. Dagg, M.D. 


Objective: The purpose of this article is to review the available literature on the psycho- 
logical sequerae of therapeutic abortion, addressing both the issue of the effects of the 
abortion on te woman involved and the effects on the woman and on the child born when 
abortion is denied. Method: Papers reviewed were initially selected by using a Medline 
search. This procedure resulted in 225 papers being reviewed, which were further selected by 
limiting the papers to those reporting original research. Finally, studies were assessed as to 
whether or nat they used control groups or objective, validated symptom measures. Results: 
Adverse sequzlae occur in a minority of women, and when such symptoms occur, they 
usually seem io be the continuation of symptoms that appeared before the abortion and are 
on the wane immediately after the abortion. Many women denied abortion show ongoing 
resentment that may last for years, while children born when the abortion is denied have 
numerous, broadly based difficulties in social, interpersonal, and occupational functions that 
last at least into early adulthood. Conclusions: With increasing pressure on access to abor- 
tion services in North America, nonpsychiatrist physicians and mental health professionals 
need to keep in mind the effects of both performing and denying therapeutic abortion. 
Increased research into these areas, focusing in particular on why some women are adversely 
affected by tke procedure and clarifying the relationship issues involved, continues to be 


important. 
(Am J Psychiatry 1991; 148:578—585) 


fter a period of relative quiescence, therapeutic 

abortion services are once again attracting signif- 
icant political and public attention in North America 
and elsewhere. Systematic evaluation of any medical 
procedure usually requires examination of both the 
effects of performing that procedure and the effects on 
the patient when nothing is done. Despite a great deal 
of concern abeut the psychological effects of therapeu- 
tic abortion in both the lay and scientific press, the 
research examining either side of this issue, particu- 
larly that looking at the effects of denying abortion on 
the parent and child, is sparse. 

The last half century has seen a trend toward pro- 
gressively more liberal Jaws with respect to access to 
abortion, particularly in developed nations. Currently 
in the United States approximately 1.5 million thera- 
peutic abortions are performed annually, involving 
27.4 of every 1,000 women betwen the ages of 15 and 
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44, Worldwide, an estimated 30—40 million legal abor- 
tions are performed annually, with perhaps another 20 
million illegal abortions (1). Recently, in North Amer- 
ica, as well as in some European countries, we have 
seen a trend toward reexamination of this liberaliza- 
tion and reinstitution of more restrictive laws. More- 
over, in the developing countries highly restrictive laws 
often persist, a situation that is complicated by “right- 
to-life” groups in Western nations that ally themselves 
with conservative forces in some, developing nations to 
try to strengthen restrictive abortion laws there (2). 
This paper has broken down the existing literature 
in order to address the following essential questions. 
The first is the simplest to address, and hence the one 
that has generated the most research interest. What are 
the psychological sequelae of therapeutic abortion, 
both the immediate effects and the more subtle, long- 
lasting effects? When abortion is: denied, the issues are 
more varied. What proportion of women go on to find 
abortion elsewhere? If the fetus is not aborted, how 
many of the infants are actually adopted away, the 
alternative most often offered? Most importantly, 
what are the effects on the mother and the child when 
abortion is denied? Obviously, these are questions not 


easily addressed scientifically. There can be no random 
1 
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assignment of pregnant women to a group granted 
abortion and to one denied abortion. Follow-up, 
particularly for women denied abortion services, is un- 
derstandably difficult. Cultural, social, and legal vari- 
ations from place to place make comparability of stud- 
ies difficult. 


PSYCHOLOGICAL SEQUELAE OF COMPLETED 
ABORTION 


The first group to review systematically this partic- 
ular side of the abortion issue was Simon and Senturia 
(3) in 1966; they commented on the wide range of 
resuits quoted by various studies, most of whose meth- 
odology they severely criticized. In 1981, Doane and 
Quigley (4) published an even more exhaustive review 
of the literature, also commenting on the large propor- 
tion of studies that were severely hampered by major 
methodologic flaws. They criticized in particular the 
lack of any control group and the fact that the majority 
of studies were impressionistic reports of a handful of 
cases. Other problems included short periods of fol- 
low-up, vague and poorly defined symptoms without 
objective measurement, low response rates, and un- 
specified indications for the abortion. The last problem 
is particularly significant in that it has been clearly 
demonstrated that medical or genetic indications for 
abortion increase the risk of adverse psychological se- 
quelae in the mothers (5, 6). 

Since those two reviews, research has continued in this 
area. The ongoing trend to liberalize abortion access 
laws toward the principle of abortion on demand has 
had an impact on research in this field. Early research 
tended to concentrate on psychiatric or medical com- 
plications of abortion, emphasizing a disease model, as 
some conception of disease was often required for 
abortion to be performed legally. The emphasis has 
now shifted toward a model in which research exam- 
ines the psychological sequelae and antecedents that 
affect a woman who seeks an abortion. In examining 
past research that covers a variety of legal climates, 
one must differentiate between research on “therapeu- 
tic” abortion, which requires medical or psychiatric 
consultation in the decision-making process, and re- 
search on open abortion, in which the woman involved 
is the sole decision maker. A recent review by Adler et 
al. (7), which limited itself to U.S. studies in order to 
reduce the confounding variables of social, cultural, 
and legal differences, found that “legal abortion of 
an- unwanted pregnancy in the first trimester does 
not pose a psychological hazard for women” in the 
legal context of open abortion. None of the reviews 
mentioned there, however, address the issue of denied 
abortion. 

Although many studies have examined the short- 
term consequences of therapeutic abortion, few have 
used either a comparison group or objective measure 
of symptoms. A few studies of open abortion do meet 
these criteria. Freeman et al. (8), in one of the more 
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objective studies involving over 400 women, found 
that SCL-90 scores were elevated on several subscales 
in women before the procedure but decreased signifi- 
cantly toward normal quite rapidly after the abortion. 
Those scales on which the preabortion scores were 
highest, indicating the highest level of distress, had the 
greatest decrease after the abortion. In 1985 Major et 
al. (9) surveyed over 200 women before their abortion, 
30 minutes afterward, and at the end of 3 weeks, using 
the Beck Depression Inventory and clinical interviews. 
They found the average score to be in the nonde- 
pressed range immediately after the abortion; 3 weeks 
after the abortion the women’s mood had continued to 
improve, and there was less depression and less antic- 
ipation of negative consequences. Using the SCL-90 
before and immediately after the procedure, Cohen 
and Roth (10) demonstrated a significant drop after 
the abortion in scores on the depression subscale, with 
similar drops in scores on the anxiety subscale of the 
SCL-90 and the Impact of Events Scale. Prospectively 
following hospital admissions in a studv of therapeutic 
abortion in the United Kingdom, Brewer (11) found an 
admission rate of 0.3/1,000 for postabartion psychosis 
compared to a rate of 1.7/1,000 for postpartum psy- 
chosis in normal-term deliveries. 

Other studies, using less objective measures and ex- 
amining therapeutic abortions that required psychiat- 
ric or other medical consultation, still seem to point in 
the same direction when comparison groups are avail- 
able. Ewing and Rouse (12) found depressive symp- 
toms in 3% of women granted abortions for psycho- 
logical indications and in 12% of those women with 
previous psychiatric contact. Mackenzie (13) com- 
mented that women were more likely to be depressed 
before the abortion than after and that 78% expressed 
predominant feelings of relief, while 33% reported 
some feelings of guilt, with 80% of the guilt rated as 
mild. Niswander and Patterson (14) found that most 
women report an improvement in emotional health. In 
their study, women who had abortions for medical 
reasons reported more “unfavourable reactions” than 
those who had abortions for psychogenic indications. 
In 1965 Jansson (15) reported the following rates of ad- 
mission to psychiatric hospitals immediately after abor- 
tion or delivery: 0.70% after term delivery, 1.92% 
after legal abortion, and 0.27% after illegal abortion 
and spontaneous abortion. It was felt that the apparent 
difference in reaction to legal and illegal abortion was 
due to the much higher proportion of women in the 
legal abortion group (over 50%) with a previous psy- 
chiatric history. Unmarried women were also more 
likely to be hospitalized. Other short-term studies that 
lack such comparison groups are summarized in table 
113.1627). 

When studies have examined the effects of abortion 
months or years after the procedure, similar trends 
continue. Brody et al. (28) and Niswander et al. (29), 
who used pregnant women with normal deliveries for 
control subjects in examining therapeutic abortion, 
showed that MMPI scores, which may be abnormal 
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TABLE 1. Studies of the Immediate Psychological Sequelae of Abortion 


55% felt considerable relief 


Most experienced marked relief and 
improved relationships 
Most experienced marked relief ' — 


Results 


Positive Negative 


-_ 2% had severe self-reproach 

— 0% 41% felt guilty 

— 40% had symptoms, all mild; in one- 
half, symptoms were present before 
abortion 

33% felt mild guilt lasting a few days 

— 0%—30% felt mild guilt 

14% were sad, 24% felt guilty 

15% felt guilty and were depressed; 
10% had overall negative symptoms 

A few felt mild guilt for 1-2 weeks 


of symptoms and improved rela- 


Most had positive feelings 


Positive reactions increased with : = 


A few felt guilt and doubt 
— Two subjects developed psychosis, 
one organic 


Number 

Study and Year of Subjects 
Ekblad, 1955 (16) 479 
Simon and Senturia, 1966 (3) —° 
Patt et al., 1969 (17) 35 
Bacon, 1969 (18) 9 
Walter, 1970 (19) —* 
Osofsky and Osofsky, 1972 ‘20)° 250 65% were happy 
Lazarus, 1985 (21)? 292 76% felt relief 
Pare and Raven, 1970 (22) 128 
Marder, 1970 (23) 147 

tionships 
Bracken et al., 1974 (24) 489 

more support 
Adler, 1975 (25)° 95 
Spaulding and Cavenor, 1978 (26)? he 
McAll and Wilson, 1987 (271° 6° 


Review study. 


= Six subjects developed psychiatric 
symptoms - 


Studies examined abortion on request. All other studies involved therapeutic abortion requiring some degree of psychiatric or other medical 


consultation. 
“Case reports. 


before the abortion, narmalize within 6 months to a 


year after the abortion. The control subjects, who had ` 
less abnormal scores before delivery, showed no 7 


change in their scores after delivery. In the study by 
Brody et al., a group of women who were denied abor- 
tion continued to have quite abnormal scores after the 
delivery of the infant. 

Studies of open abortion show similar results. Atha- 
nasiou et al. (30), who also used pregnant women with 
normal deliveries as control subjects and matched for 
socioeconomic status, found no difference in MMPI 
and SCL-90 scores between the two groups after de- 
livery or abortion. A study by Jacobs et al. (31), who 
used women undergoing minor gynecologic surgery as 
control subjects, showed higher preabortion scores for 
the pregnant women on the Psychopathic Deviate, 
Schizophrenia, Hysteria, and Depression scales of the 
MMPI; these differences disappeared after the abor- 
tion. Using a different control group, Zabin et al. (32) 
examined a group of adolescents who presented ini- 
tially for pregnancy testing and subsequently studied 
three groups—those who were pregnant and chose to 
abort the fetus, those who were pregnant and chose to 
complete the pregnancy, and those whose test results 
were negative. One and 2 years later they found that 
the abortion group showed no evidence of psycholog- 
ical distress compared to either control group and that, 
indeed, there was a nonsignificant trend toward better 
psychological health with less anxiety on the State- 
Trait Anxiety Inventory and more internal locus of 
control. In addition, the women who completed their 
pregnancy showed a significant economic deteriora- 
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tion afterward and were significantly more likely to 
discontinue school than the abortion group; this dif- 
ference actually increased between the first and second 
years after delivery or abortion. In a study in Denmark 
(33) that tracked psychiatric hospitalization rates for 3 
months after abortion or delivery, there was no differ- 
ence between postpartum and ‘postabortion rates in 
married and never married women. Higher postabor- 
tion rates of admission were found in separated, di- 
vorced, and widowed women, women who were more 
likely to be isolated and alone. ` 

Among the older studies of therapeutic abortions 
with less rigorous methodology, Peck and Marcus (34) 
and Smith (35) found more symptoms of depression 
and negative feelings, up to 2 years afterward, in 
women for whom the abortion was performed for 
medical/genetic indications. Significant distress oc- 
curred in less than 10% of women who had abortion 
for psychosocial indications. Ewing and Rouse (12) 
found that approximately 95% of their study subjects 
reported improved emotional health as a result of the 
abortion at 2-year follow-up. 

Table 2 presents data on other long-term studies 
(16, 17, 22, 36—47) that lacked comparison or control 
groups (thereby making interpretation difficult). All 
studies in this group involved therapeutic abortion in 
which psychiatric or other medical consultation was 
required before the abortion. Noteworthy, again, is the 
relative lack of significant negative responses in the 
women. The two studies that found relatively higher 
rates of negative responses are those of Wallerstein et 
al. (42) and Ashton (46). The low response rate (less 
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TABLE 2. Studies of the Long-Term Psychological Effects of Abortion® 


Length of 
Study and Year Follow-Up 
Ekblad, 1955 (16) 2 years 
Kretzschmar and Norris, 1967 (36) 1-5 years 
Patt et al., 1969 (17) 2-6 months 
Pare and Raven, 1970 (22) 3 months 
Whittington, 1970 (37) 2—12 months 
Ford et al., 1971 (38) 6 months 
Margolis et al., 1971 (39) 3—6 months 
Meyerowitz et al., 1971 (40) 1-84 months 
Todd, 1972 (41) 1—3 years 
Wallerstein et al., 1972 (42) 5—7 months 
Perez-Reyes and Falk, 1973 (43) 3 months 
Lask, 1975 (44) 3 months 
Greer et al., 1976 (45) 18 months 
Ashton, 1980 (46) 6 weeks 
Schmidt, 1981 (47} 3—6 years 
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Results 
Number 
of Subjects Positive Negative 

479 — 11% had self-reproach 
24 — — 
35 74% 14% 

321 — 13% felt guilty 
31 87% 6% 
22 — 14%” 
43 67% 9% 

114 78% 9% 
83 91% had no adverse — 

symptoras 

22 — 32% 
41 75 %—90% — 
50 68%-—89% 8% 

217 — 7% fel- guilty, 19% had 

other symptoms 
64 — 24% felt guilty, 31% 
felt worried 

10 Normalization of — 


scale scores* 


“All studies involved therapeutic abortion requiring some degree of psychiatric or other- medical consultation. 


According to the MMPI. 


“On the Hostility and Direction of Hostility Questionnaire and the Symptom-Sign Inventory. 


than 20%) to a mailed questionnaire in the first study 
and the minor nature of symptoms measured in the 
second may account for the difference. 

Table 3 presents data on studies (12, 14, 17, 22, 36, 
37, 39, 44, 45, 48) that queried subjects concerning the 
presence of regrets after the procedure (a measure of 
ambivalence about the abortion decision). This ques- 
tion is frequently posed, and yet despite the subjective 
nature of the question, the results are surprisingly uni- 
form. They reveal that for the large majority of 
women, the decision about abortion, although un- 
doubtedly difficult, is not one for which a great deal of 
conscious ambivalence exists. 

In women undergoing induced abortion, several fac- 
tors have been identified that correlate with higher 
rates of psychological distress after abortion. As pre- 
viously mentioned, it has been clearly demonstrated 
that a medical or genetic indication for abortion in- 
creases the risk of a negative reaction (5, 6, 34, 35). 
Previous psychiatric contact has also been clearly 
shown to increase the likelihood of the woman having 
a negative emotional response to the abortion (12, 34, 
38). The presence of support seems to be a more com- 
plex issue, with possibly contradictory results. Several 
studies have shown that a woman’s perceived degree of 
support at the time of the abortion was positively cor- 
related with a good psychological response afterward 
(20, 24, 33, 49, 50), but Major et al. (9) found that 
women whese partners accompanied them to the clinic 
for the procedure were more likely to feel depressed 
afterward and experienced more physical complaints. 
Similarly, Robbins (51) found that single women who 
maintained a strong relationship with their partners 
after the abortion were more likely to experience re- 
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TABLE 3. Studies of the Prevalence of Regrets After Abortion? 


Total 
Study and Year Subjects Subjects With Regrets 
Greer et al., 1976 (45) 217 3% at2 months, 3.7% at 
18 months 

Niswander and Patterson, 116 3% 

1967 (14) 
McCoy, 1968 (48) 62 32% had regrets of some 

degree at some time 

Ewing and Rouse, 1973 (12) 126 3% 
Margolis et al., 1971 (39) 43 4.4% 
Patt et al., 1969 (17) 35 5.7% 
Whittington, 1970 (37) 31 6.5% 
Kretzschmar and Norris, 24 12.5% had occasional 

1967 (36) regrets 
Lask, 1975 (44) 50 16% nad some regrets 
Pare and Raven, 1970 (22) 321 1.6% 


All studies involved therapeutic abortion requiring some degree of 
psychiatric or other medical consultation. 


grets at 1 year and hac more negative scores on the 
MMPI at 6 months. 

The decision on whether to abort the fetus or to 
carry it to term is a complex one that has several effects 
on the psychological state of the woman. Not surpris- 
ingly, women undergoing mid-trimester abortions ex- 
perienced more difficulty with the decision than those 
having first-trimester atortions (25), and they experi- 
enced greater ambivalence about the pregnancy (52). 
They also appeared more likely to experience negative 
reactions after the abortion (25, 30, 531, particularly if 
the late abortion required induction of labor and de- 
livery (54). Adolescents who felt that they themselves 
made the decision to abort, regardless of the length of 
the pregnancy, without pressure from parents or oth- 
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TABLE 4. Studies of the Outcome of Pregnancy After Abortion Was Denied 


Number 
Study and Year of Subjects 
Lindberg, 1948 (57) 344 
Delcomyn, 1952 (58) 136 
Hultgren, 1959 (59) 4,214 
Hook, 1963 (60) 249 
Peck and Marcus, 1966 (34) 9 
Forssman and Thuwe, 1966 (61) 196 
Pare and Raven, 1970 (22) 120 
Meyerowitz et al., 1971 (40) 4 
Hultin and Ottosson, 1971 (52) 1,008 
Dytrych et al., 1975 (63) 439 
Hunton, 1977 (64) 253 
Drower and Nash, 1978 (65. 66) 69 
Binkin et al., 1983 (67) 258 


TABLE 5. Studies of the Adoption of Children Born After Abortion 
Was Denied 


Number of Children Adopted 

Study and Year Children Born Away (%) 
Malmfors, 1951 (68) S5 8 
Aren and Amark, 1957 

(69) 162 7.4 
Forssman and Thuwe, 1966 

(61) 120 6.7 
Hook, 1963 (60) 204 7.4 
Pare and Raven, 1970 (22) 73 19 
Drower and Nash, 1978 

(65, 66) 38 16 


ers, were less likely to experience negative emotions 
after the abortion (24, 43). 

Several studies have examined the effect of the wom- 
an’s preabortion psychological status on her postabor- 
tion course. Spreckhard (55), in looking at women 
who reported significant postabortion distress, found 
that they used a great deal of denial and repression, as 
well as projection onto their partner or the medical 
staff, in dealing with the stress of their pregnancy and 
subsequent abortion. These women also described 
high degrees of boundary ambiguity with respect to the 
aborted fetus and maintained an ongoing, high level 
of attachment to the fetus, despite its loss, Athanasiou 
et al. (30) found that women who experienced the 
most distress after an abortion were more likely to 
have lower self-esteem, a higher sense of alienation, 
and less knowledge of contraceptives before the abor- 
tion. Bracken et al. (56) found that women with a 
relatively internal locus of control and high level of ego 
resiliency responded most favorably to the abortion. 


PSYCHOLOGICAL SEQUELAE OF DENIED 
ABORTION 


Even more difficult to determine, and hence even less 


often examined, is the issue of the effects of denying 
abortion on the mother and child. The studies that 
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Abortion (%) 


Full-Term 
Pregnancy (%) ` Induced Spontaneous 

vom | 14.5 — 
a 39 es 
85.6 ` 10 4.4 
69 — — 
sa 56 a, 
65.3 34.7 — 
aes 36 = 
as 75 za 
81.2 — — 
72 10 18 

34.5 46.6 5 

SS — — 
72 20 — 


have been done are often older, since the access to 
abortion has improved in many countries. 

Before an examination of the direct effects of the 
denied abortion, two issues need to be clarified. How 
many pregnancies will go on to completion if abortion 
is not performed as requested, and of those, how many 
women will eventually put their infants up for adop- 
tion? Table 4 presents data on studies (22, 34, 40, 
57—67) that addressed the first question. Particularly in 
the more recent studies, a large proportion of women 
(over 40% in one large study [64]) will continue to 
seek abortion elsewhere and will succeed. Particularly 
alarming are the reported rates of “spontaneous” 
abortion in this population. Because women who re- 
quest abortion are often past the first trimester (the 
stage at high risk for spontaneous abortion), truly 
spontaneous miscarriage should be rare. However, 
when these pregnancies are carried to term, studies 
(22, 60, 61, 65, 66, 68, 69) show that the proportion 
of children put up for adoption is quite small, ranging 
from 6.7% to 19.0% (table 5). From these studies it 
would seem that 'when an abortion request is denied, 
the result is often either an abortion obtained else- 
where or a mother raising an infant from an unwanted 
pregnancy in the situation that led her to request the 
abortion in the first place. 

The few studies that have examined the effect of the 
denied abortion on the parents have focused on the 
effects on the mother. While the effects on the father 
have been reported occasionally in an anecdotal fash- 
ion, systematic studies are lacking. The earliest study 
(60) evaluated 249 women 7 years after the denied 
abortion. It found that 27% of the women had been 
able to cope fully with the pregnancy and the child, 
22% still showed signs of mental illness and poor ad- 
justment, and 51% had shown symptoms of mental 
disturbance and great emotional strain for a period of 
considerable length since the birth but seemed to have 
overcome these problems. Unfortunately, the study did 
not distinguish between women. who aborted the fetus 
elsewhere, gave the child up for adoption, or raised the 
child themselves. Drower and Nash (65, 66) reported 
that those women denied abortion expressed greater 
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guilt and anxiety than women for whom an abortion 
had been performed. In the most compelling of these 
studies, Pare and Raven (22) looked at 73 women 1-3 
years after their request for abortion was denied and 
found that 59% reported that they accepted the child 
and were glad that they had not aborted the fetus, 
while 34% reported that the child was a burden that 
they frequently resented. Admittedly quite subjective, 
these studies nonetheless show that although an un- 
wanted pregnancy does not always result in an un- 
wanted child, there is reason to be concerned that sig- 
nificant numbers of these women will continue to 
harbor quite negative feelings toward their children, 
feelings that are easily elicited by interviewers. 

The final and most difficult question concerns the 
effects on the children themselves of being born after 
an abortion request is denied. In a study of the world 
literature on infanticide, Resnick (70) found that 83% 
of the newborns killed and 11% of the children killed 
by their mothers had been born of unwanted pregnan- 
cies. Studies by Blomberg (71) and Hultin and Ottos- 
son (62) found no difference in the rate of pregnancy- 
related or perinatal complications in children born of 
unplanned pregnancies, while Nielsen (72) found a 
slightly above normal rate of physical abnormalities in 
newborns born in this situation. 

In a classic study that continues to have relevance 
today, Forssman and Thuwe (61) compared, up to age 
21 years, 120 children born of unwanted pregnancies 
with control subjects matched by date of birth. They 
found that the study group had a more insecure child- 
hood, more psychiatric care, more childhood delin- 
quency, and more early marriages and were more often 
young mothers; all of these findings were statistically 
significant. Even after socioeconomic class was con- 
trolled, fewer of the study subjects had more than sec- 
ondary education and fewer were without defects of 
any kind, when all these problems were grouped to- 
gether. A recent update (73) on the study group, then 
35 years old, found that the differences were diminish- 
ing; however, the study subjects were still significantly 
more likely to appear on some kind of registry, indi- 
cating contact for psychiatric care, because of crime or 
delinquency, or for public assistance. Hook (cited in 
reference 74) studied 88 children born after abortion 
was denied, comparing them with a control group 
made up of the same-sex classmate of nearest age to 
each study individual. At age 18, the boys in the study 
group had a higher rate of conduct disorder, criminal- 
ity, and unstable homes, with lower emotional matu- 
rity. At 23, more of the men in the study group were 
likely to require economic assistance, and the women 
in the study group began to show evidence of lower 
self-esteem and more depression. A study (75) with a 
more rigorous control group, which was matched for 
age, sex, number of siblings, and socioeconomic class 
at the time of the child’s birth, evaluated the children 
until their 15th birthday. The study group had poorer 
school performance throughout this time, as well as 
more neurotic and psychosomatic symptoms recorded 
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in the school health registry, and more likelihood of 
being registered with social welfare authorities. 

Perhaps the most ambitious study to date is that of 
Matejcek et al. (63, 76-80), who compared a control 
group and a group of 220 children born in Prague in 
1961-1963, after abortion was denied. The two groups 
were matched for socioeconomic class, sex, age, birth 
order, number of siblings, and parental marital status. 
Early findings in 1970 found that the study subjects 
were less likely to be breast fed, had mere acute med- 
ical illness, were more likely to be reported as difficult 
when they were preschoolers, were more likely to be 
rejected by friends and teachers, had poorer school 
performance, and were less adaptive to frustration; 
boys were more likely to be affected. At ages 14-16 
(79), 216 of the original 220 were still being studied. 
School performance in the study group continued to 
deteriorate, and various indicator scales showed that 
this group had more negative relationships with their 
mothers. Current studies (80) of the children in their 
early 20s show an ongoing propensity for social prob- 
lems that remains markedly prevalent in this group. 
The study subjects had more job dissatisfaction and 
fewer friends and reported dissatisfaction with life (all 
significant findings) and less education, more criminal- 
ity, and more registration by the authorities for drug 
and alcohol problems (trends). 


DISCUSSION 


In spite of the numerous difficulties facing research- 
ers who attempt to address the issue of therapeutic 
abortion, the findings do appear to be remarkably uni- 
form. Precise answers, unaffected by bias, are probably 
not possible, but the research examined here does 
highlight several things. 

Immediately after abortion, symptoms of distress ` 
and dysphoria do occur in many women. However, 
these symptoms seem to be continuations of symptoms 
present before the abortion and more a result of the 
circumstances leading to the abortion than a result of 
the procedure itself. Indeed, many studies report sig- 
nificant positive feelings after the abortion. When the 
women are studied over the course of the episode, the 
dysphoria is found to be on the wane after the abor- 
tion. Longer-term studies, over months and years, 
show similar trends; the majority of women express 
positive reactions to the abortion, and only a small 
minority express any degree of regrets. Similarly, neg- 
ative feelings present before the abortion disappear, 
with normalization of various scores. 

Although it is difficult to generalize about factors 
that are more likely to be involved in women who 
experience a negative psychological response to abor- 
tion, and potentially misleading when dealing with an 
individual, several trends are evident. Abortion for 
medical or genetic indications, a history of psychiatric 
contact before the abortion, and mid-trimester abor- 
tions often result in more distress afterward. When 
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women experience significant ambivalence about the 
decision or when the decision is not freely made, the 
results are also more likely to be negative. The issue of 
support is a more complex one and is not easily mea- 
sured; many studies indicate that support by the parent 
or partner can be positive, although apparently con- 
tradictory studies exist. Prior psychological coping 
styles and resiliency also appear to play an important 
role in the psychological sequelae of an abortion, in 
that certain defensive styles such as projection, repres- 
sion, and denial may hinder a woman’s working 
through and resolving the loss of a fetus, particularly 
when it is one that is ambivalently regarded. 

When abortion is denied, a different picture seems to 
arise. Many women, up to 40% in some studies, have 
the abortions elsewhere, depending on availability. 
Relatively few of the children are put up for adoption, 
and the majority born of unwanted pregnancies are 
raised by their biological mother. A significant minor- 
ity—about 30%—-of the women examined in the few 
long-term studies continue to report negative feelings 
toward their child and difficulty adjusting. 

Finally, the most disturbing part of the whole issue is 
the evidence of significant negative effect on the child. 
With the caveat that the unwanted pregnancy does not 
necessarily result in an unwanted child, the carefully 
designed and executed prospective studies of Matejcek 
et al., Hook, Blomberg, and Forssman and Thuwe re- 
veal long-lasting, broadly based, negative effects of the 
denial of abortion on the children subsequently raised 
in the situation that the parents had tried so desper- 
ately to avoid. 

While this paper has not addressed any of the ethical 
issues raised by therapeutic abortion, it has attempted 
to give a psychiatric perspective that has hitherto been 
unavailable in this debate. Further research on some of 
the questions examined is important, particularly if 
society moves toward more restrictive legislation on 
this issue, since the question of the effects on the 
mother and the child in particular has only begun to be 
explored. 
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Suicide and Guilt as Manifestations of PTSD 
in Vietnam Combat Veterans 


Herbert Hendin, M.D., and Ann Pollinger Haas, Ph.D. 


Objective: Although studies have suggested a disproportionate rate of suicide among war 
veterans, particularly those with postservice psychiatric illness, there has been little system- 
atic examination of the underlying reasons. This study aimed to identify factors predictive of 
suicide among Vietnam combat veterans with posttraumatic stress disorder (PTSD). Meth- 
od: Of 187 veterans referred to the study through a Veterans Administration hospital, 100 
were confirmed by means of a structured questionnaire and five clinical interviews as having 
had combat experience in Vietnam and as meeting the DSM-III criteria for PTSD. The 
analysis is based on these 100 cases. Results: Nineteen of the 100 veterans had made a 
postservice suicide attempt, and 15 more had been preoccupied with suicide since the war. 
Five factors were significantly related to suicide attempts: guilt about combat actions, sur- 
vivor guilt, depression, anxiety, and severe PTSD. Logistic regression analysis showed that 

combat guilt was the most significant predictor of both suicide attempts and preoccupation 
with suicide. For a significant percentage of the suicidal veterans, such disturbing combat 
behavior as the killing of women and children took place while they were feeling emotionally 
out of control because of fear or rage. Conclusions: In this study, PTSD among Vietnam 
combat veterans emerged as a psychiatric disorder with considerable risk for suicide, and 
intensive combat-related guilt was found to be the most significant explanatory factor. These 
findings point to the need for greater clinical attention to the role of guilt in the evaluation 
and treatment of suicidal veterans with PTSD. 


(Am J Psychiatry 1991; 148:586-591) 


S ince the turn of the century, when Durkheim first 
reported suicide rates among European military 
men that were up to 10 times those among male civil- 
ians of comparable age (1), the link between military 
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service and suicide has been of clinical interest. How- 
ever, it was not until after World War II that system- 
atic analyses were undertaken which pointed to a 
higher rate of suicide among men who had served in 
the military than among other men of the same age 
(2-5). Suicidal behavior was observed to be particu- 
larly frequent among veterans with combat experience 
(4) and postmilitary psychiatric illness (2, 6). 

Since the war in Vietnam, there have been numerous 
reports of a disproportionate rate of suicide among 
veterans of that war (7—14). Using a wide diversity of 
methods, measures, and sample selection criteria, these 
studies provided'estimates of the rate of suicide among 
Vietnam veterans that ranged between 11% (12) and 
65% (13) higher than the rate for nonveterans of the 
same age. 
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Although a recent epidemiological analysis sug- 
gested that the total number of Vietnam veterans who 
have committed suicide has probably been over- 
estimated (15), the accumulated evidence of the past 
two decades points to suicidal behavior among veter- 
ans as part of the complex legacy of the Vietnam expe- 
rience. To date, however, there has been little system- 
atic examination of the underlying reasons for this 
phenomenon. 

In view of the findings of the World War II studies 
(2—6), we suspect that the suicide rate for Vietnam 
veterans would be much higher if the figures were re- 
stricted to combat veterans and that it would be higher 
still if they included only veterans with diagnoses of 
posttraumatic stress disorder (PTSD). Although na- 
tional suicide statistics for these different groups of 
veterans do not exist, clinicians who have worked 
closely with men who saw considerable combat in 
Vietnam have noted that suicidal behavior is fre- 
quently a manifestation of PTSD (16-19). 

This article aims to provide insight into some of 
the factors associated with suicide among Vietnam 
combat veterans with PTSD. It focuses in particular 
on lingering guilt related to wartime actions or events. 
It is based on data collected as part of a 5-year research 
and treatment project at a Veterans Administration 
(VA) hospital. 


METHOD 


Over the 5-year period, 187 male Vietnam veterans 
were referred to the project on the basis of two selec- 
tion criteria: combat experience in Vietnam and sus- 
pected PTSD. The primary sources of referral were 
clinicians in the hospital’s inpatient and outpatient 
units, staff at local Vietnam Veteran Outreach Centers, 
and individual veterans who were familiar with our 
work. All 187 men referred were initially included in 
the pzoject, and 122 completed a comprehensive eval- 
uation procedure, which we have described elsewhere 
in detail (20). 

At the beginning of the procedure, each veteran 
completed a 46-page questionnaire that included (in 
addition to items dealing with his life before, during, 
and after his service in Vietnam) the Revised Combat 
Scale (21) and a checklist of PTSD symptoms based 
on the DSM-III diagnostic criteria for the disorder. 
He then participated in a series of five semistructured 
interviews that elaborated key wartime experiences 
and systematically reviewed all current and lifetime 
PTSD symptoms. Each symptom experienced by the 
veteran was explored for specific form and content, 
frequency and severity, and relation to actual wartime 
experiences. 

Finally, the interviews elicited additional detailed in- 
formation about the individual’s life before and after 
his service in Vietnam. Of particular interest was the 
issue of suicidal behavior during these periods, includ- 
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ing both suicide attempts and suicidal preoccupation 
or ideation. 

Of the 122 veterans who completed the evaluation 
procedure, exactly 100 were confirmed both as having 
had combat experience in Vietnam and zs meeting the 
full DSM-III criteria for a current diagnosis of PTSD. 
All 100 veterans also met the DSM-III-R criteria for 
the disorder. The present analysis is based on these 100 
cases. Sixty veterans were inpatients at a VA hospital 
at the time of their participation in the study and had 
been admitted for symptoms associated with PTSD, 
including drug or alcohol abuse. The remaining 40 
veterans were treated on an outpatient basis. 

These veterans were being treated an average of 15 
years following their service in Vietnam. As in the gen- 
eral population of men who fought in Vietnam, their 
average age at the time of their war experience was just 
under 20 years. According to their scores on the Re- 
vised Combat Scale, these veterans had had consider- 
ably heavier combat exposure than the general popu- 
lation of those who served in Vietnam {21). Seventy 
percent of this group, compared to 27% of all Vietnam 
veterans, fell into the “heavy combat” classification, 
with scores of 10 or more on the 14-point scale. Only 
one of our veterans, compared to 35% of all Vietnam 
veterans, received a score of less than 4, the minimum 
for a designation of “moderate combat.” 

Following a procedure developed by us for the inte- 
gration of structured and psychodynamic interview 
material (22, 23), the questionnaire and interview data 
obtained from the veterans were coded according to 
118 preservice, service, and postservice variables. Us- 
ing a closed-ended instrument, two members of the 
research team independently coded each case for all 
118 variables. In each case one of the coders had first- 
hand knowledge of the veteran through having con- 
ducted the evaluation interviews and/or having treated 
him in follow-up psychotherapy. Interrater reliability 
on initial coding of the instrument was high, with a 
coefficient of reliability (24) of 0.88. All inconsistent 
ratings were reviewed by a third coder, and resolution 
was reached through discussion of the entire case, 
including review of the questionnaire and interview 
transcripts. 

All variables included in the coding instrument were 
measured in categorical form, and most were dichot- 
omized for the final analysis. Chi-square tests with 
Yates’ correction were used to assess the significance of 
the relationships among these variables; suicide at- 
tempts and preoccupation with suicide were treated as 
the key dependent variables. Logistic regression anal- 
yses were performed to assess the relative contribu- 
tions of the significant independent variables in pre- 
dicting suicidal behavior among the veterans studied. 
All analyses were made with the SPSS statistical pack- 
age (25). A p value of 0.05 or less was generally con- 
sidered to indicate a significant difference. This was 
adjusted, however, by using the Bonferroni correction, 
when multiple tests were performed on the same set of 
data. 
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RESULTS 


Nineteen of the 100 combat veterans given current 
diagnoses of PTSD hac attempted suicide at least once 
since returning from Vietnam. Fifteen more had been 
preoccupied with suicide for a considerable part of 
their lives since they left the service. According to the 
commonly accepted clinical definition, this involved 
having “‘seriously thought about, planned or wished to 
commit suicide” (26). The seriousness of the suicidal 
intent among these veterans is suggested by the fact 
that during the course of study, three of the men who 
were diagnosed as suicidal actually did kill themselves. 

The 66 veterans who had neither attempted nor 
been preoccupied with suicide were considered nonsui- 
cidal. Comparisons between the suicidal and the non- 
suicidal veterans showed similar frequency distribu- 
tions of almost all PTSD symptoms, However, certain 
highly significant differences centering most strikingly 
on the issue of guilt were revealed. | 

Among all the variables examined, we found that 
the presence of persistent guilt related to wartime ex- 
periences provided the sharpest contrast between the 
suicide attempters and the nonsuicidal veterans. Two 
distinct kinds of guilt played a significant role in de- 
termining the vulnerability to suicide among these vet- 
erans with PTSD: guilt about combat actions and guilt 
about surviving when others had died. Although both 
combat guilt and survivor guilt were found among a 
high percentage of all the veterans with PTSD (63% 
and 46%, respectively), there were significant differ- 
ences in the frequencies of these symptoms between the 
suicide attempters and the nonsuicidal veterans. 

Guilt related to combat actions was marked in all 19 
of the suicide attempters but in only 48.5% (N=32) of 
the 66 nonsuicidal veterans (x*=14.24, df=1, p< 
0.001). Similarly, marked survivor guilt was present in 
a high proportion of the veterans who had attempted 
suicide (73.7%, N=14), compared to 36.4% (N=24) 
of those who were nonsuicidal (y*=6.87, df=1, p= 
0.009). 

The suicide attempters with PTSD could be distin- 
guished from the nonsvicidal veterans with PTSD by a 
number of postservice symptoms besides guilt. All 19 
veterans in the former group evidenced anxiety as an 
associated symptom of the disorder, in contrast to 
66.7% (N=44) of the 66 nonsuicidal veterans (x*= 
6.90, df=1, p=0.909). Almost as many of the suicide 
attempters (94. 7%, N=18) showed marked depres- 
sion as an associated symptom, compared to 56.1% 
(N=37) of the nonsuicidal group (y7=8.04, df=1, 
p=0.005). A significantly larger proportion of ‘the sui- 
cide attempters (89.5%, N=17) than of the nonsui- 
cidal veterans (53.0%, N=35) also had severe cases of 
PTSD (x?=6.79, df=1, p=0.009). Even when we used 
the Bonferroni correction to adjust the 0.05 level of 
significance to 0.01 (0.05/5=0.01) to account for the 
fact that the five separate chi-square tests were done on 
the same data, each of these findings remained statis- 
tically significant. 
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To assess the relative contributions of these varia- 
bles in predicting suicide attempts, a forward stepwise 
logistic regression analysis was performed. Of the five 
independent variables included in the analysis (guilt 
about combat actions, survivor guilt, anxiety, depres- 
sion, and severity of PTSD), only two added signifi- 
cantly to the predictive model. The first variable se- 
lected, guilt about combat behavior, yielded a model 
chi-square value of 22.98 (df=1, p<0.001), indicat- 
ing that this variable made a highly significant im- 
provement over the constant in predicting suicide at- 
tempts in this group of subjects. When we entered the 
second variable, depression, into the regression model, 
the model chi-square increased to 27.60 (df=2, p< 
0.001). The improvement chi-square value associated 
with depression ‘was also significant (y7=4.62, df=1, 
p=0.03). | 

In this final model, the goodness-of-fit chi-square 
value of 51.00 (df=82, p=0.997) had an exceptionally 
high probability of occurrence. Thus, a regression 
model that predicts suicide attempts among veterans 
with PTSD on the basis of combat guilt and depression 
very closely matches the “perfect” predictive model. 
The logistic regression coefficients (betas) for these two 
variables (9.16 and 1.95, respectively) indicate the rel- 
ative contributions of each to the model and point in 
particular to the importance of combat guilt in pre- 
dicting suicide attempts among the veterans studied. 

The characteristics that distinguished the veterans 
who had made suicide attempts from the nonsuicidal 
group were found as well among a considerable, al- 
though not statistically significant, number of the 15 
veterans who were preoccupied with suicidal thoughts. 
This was particularly true of guilt about combat ac- 
tions, which we'found among 80% (N=12) of those 
with suicidal ideation, and only 48.5% (N=32) of the 
nonsuicidal veterans (x2 =3.71, df=1, p=0.05). 

When a logistic regression analysis was performed 
using the same set of five independent variables as were 
tested in relation to suicide attempts, guilt about com- 
bat emerged as a statistically significant predictor of 
preoccupation with suicide. With this one variable, 
which had a beta coefficient of 1.45, the regression 
model yielded a significant chi-square value of 5.2 
(df=1, p=0.02). ‘Further, the nonsignificant cage 
of-fit chi- -square value (x7=81.00, df=1, p=0.42) in- 
dicated that when only the variable of combat guilt is 
used, this predictive model for suicidal preoccupation 
does not significantly differ from the “perfect” model. 

Since guilt about combat actions was so significant 
in predicting both suicide attempts and preoccupation 
with suicide, the combat experiences of the suicidal 
veterans were examined for possible determinants of 
their lingering guilt. We looked at specific combat ac- 
tions that might be considered to have produced the 
guilt later experienced by the suicidal veterans, i.e., 
inadvertent or deliberate killing of civilians, mutilation 
or torture of the enemy, wounding or killing other 
Americans, rape, and passively witnessing nonmilitary 
actions by fellow soldiers. Somewhat unexpectedly, 
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such combat behavior was sufficiently frequent in the 
histories of the nonsuicidal as well as the suicidal vet- 
erans that it did not serve to distinguish the two 
groups. For example, the most frequent such action, 
the killing of civilians, which was found among 68.4% 
(N=13) of the 19 suicide attempters, was found 
among an only slightly smaller proportion of the 66 
nonsuicidal veterans (57.6%, N=38). In the majority 
of cases in both groups, women and children were 
among those killed, which was particularly disturbing 
to the veterans. 

Although the overt combat behavior of the suicidal 
and nonsuicidal veterans was quite similar, further 
analysis revealed significant differences between the 
two groups in the affective states under which the non- 
military killing of civilians occurred. Sixteen (84.2%) 
of the 19 suicide attempters had felt out of control as 
a result of excessive fear or rage during considerable 
periods of their tours of duty in Vietnam, including the 
situations in which their actions led to deaths about 
which they felt guilty. Among the 13 suicide attempt- 
ers who had killed civilians, for example, 12, or 
92.3%, had felt out of control when they did so. Only 
17 (42.5%) of 40 nonsuicidal veterans who had killed 
civilians had done so while feeling out of control (y7= 
9.84, df=1, p=0.002). 

Although preservice variables were useful in under- 
standing individual cases, none was found to be sig- 
nificantly related to postservice suicidal behavior. 
None of the veterans we studied had made a suicide 
attempt or showed evidence of preoccupation with sui- 
cide prior to his combat experience, nor was loss of 
control a significant factor in the precombat histories 
of either the group that became suicidal or the group 
that did not. 


DISCUSSION 


The most significant finding of our analysis was the 
clear and consistent relationship bétween veterans’ 
combat-related guilt and postservice suicidal behavior. 
Combat-related guilt, usually related to having killed 
prisoners of war, was identified as an important factor 
in the stress disorders of American veterans studied 
several years after their combat experiences in World 
War II (27), although the linkage between guilt and 
suicide has not been previously described. 

The nature of guerrilla combat in Vietnam, the un- 
certainty about who was the enemy, the emphasis on 
body counts, and the use of women, children, and the 
elderly as combatants undoubtedly contributed to 
combat actions about which veterans felt guilty. Our 
analysis showed, however, that the affective state in 
which the veteran had acted during combat was more 
significant in determining postservice guilt than was 
the action itself. A veteran who had killed civilians 
through firing under orders on a village labeled as un- 
friendly, and who in time came to question the judg- 
ment of his superiors and his own role in following 
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their orders, was not as likely to feel marked guilt or 
become suicidal about his behavior as a veteran whose 
killing of civilians had occurred while he was feeling 
out of control because of terror or rage. 

Survivor guilt was also shown to be significantly re- 
lated to postservice suicide attempts but not to suicidal 
preoccupation. Although survivor guilt nas been de- 
scribed as an almost omnipresent symptom in the trau- 
matic stress disorders of concentration camp survivors 
(28—30) and survivors of the atomic explosion at Hiro- 
shima (31), among our Vietnam veterans we did not 
find survivor guilt to be as frequent as guilt about com- 
bat actions. Most probably this is because virtually all 
survivors of the concentration camps and Hiroshima 
lost someone close to them, whereas not all of our 
Vietnam veterans lost close friends in combat. Among 
the 72 who did, 52.8% (N=38) had marked survivor 
guilt, compared to only 28.6% (N=8) of the 28 vet- 
erans who did not lose close friends (y*=4.76, df=1, 
p=0.03). 

The logistic regression analysis did not identify sur- 
vivor guilt as a significant predictor of suicide at- 
tempts, suggesting that its effect overlaps to a consid- 
erable degree with that of guilt concerning combat 
actions. Additional one-way analyses provided some 
evidence of the importance of the concurrent presence 
of the two types of guilt. Forty of the 100 veterans 
studied, for example, showed both marked guilt about 
combat actions and marked survivor guilt. Among this 
group 14, or 35.0%, had made a suicide attempt. In 
contrast, none of the 30 veterans who showed neither 
marked combat guilt nor survival guilt had attempted 
suicide (y7=13.13, df=1, p<0.001). 

Moreover, among the 17 veterans who had killed 
civilians while feeling out of control and felt guilty 
about such actions but were not suicidal, only two had 
marked survivor guilt. By contrast, nine of the 12 sui- 
cide attempters who had killed civilians while feeling 
out of control experienced marked survivor guilt in 
addition to guilt concerning their combat actions (y?= 
12.21, df=1, p<0.001). These findings suggest that 
the combination of these two tvpes of guilt plays a role 
in determining suicide risk among veterans. 

For most of the suicidal veterans, the clinical data 
obtained through the interviews elaborated the link- 
ages between combat incidents about which a veteran 
felt guilty and the loss that led to survivor guilt. Some- 
times the loss of a combat buddy came first and con- 
tributed to a state of rage which, in turn, led to a loss 
of control over combat behavior. In other cases, the 
loss of control as a result of extreme fear led to actions 
about which the individual felt guilty, which was re- 
enforced when a friend was killed. In either case, the 
veteran was apt to feel that a friend who did not de- 
serve to die had died, while he himself, who did not 
deserve to live, was alive. 

In most of the suicidal cases, the actions that had 
been committed were of a nature that made the post- 
service guilt and nightmares of punishment seem un- 
derstandable and almost inevitable. A typical experi- 
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ence was that of a forward artillery spotter who, after 
seeing friends killed in combat, called for artillery fire 
on a village he knew to be friendly. Through his bin- 
oculars he saw an old woman with betel nut stains on 
her teeth who was blown up by a shell while she was 
running toward the fire as if trying to stop it. At the 
time, he was laughing, but subsequently he could not 
believe he had become so callous. In his most repetitive 
pastservice nightmare, he is captured, tied to a pole, 
and spat on by the villagers, led by the old woman with 
the stained teeth. 

In a few cases, the combat actions were not as un- 
equivocal, and the part.cular meaning given to them by 
the veteran was integral to an understanding of his 
postservice suicidal behavior. One man, for example, 
shot and killed a woman who was advancing toward 
his patrol and did not heed his order to stop. She 
turned out to be wired with explosives, but the veteran 
ruminated about whether he could have stopped her 
by firing a warning shot or wounding her in the legs. 
Subsequently, his closest friend, who had extended his 
tour in Vietnam so tkat they could come home to- 
gether, was killed. The veteran linked his guilt about 
both deaths with the guilt and rage he felt toward his 
mother, who had abandoned him as a child. In his 
recurrent dreams of the Vietnamese woman, her image 
would merge with that of his mother. 

The suicidal veterans varied considerably in the de- 
gree to-which they were in touch with their combat- 
related guilt and its relation to their self-destructive 
behavior. Frequently, dreams provided the first indica- 
tion of their lingering guilt about combat actions. One 
veteran who had killed prisoners of war stated that 
everyone had done it and that he was not troubled by 
his behavior. However. he dreamed repetitively of be- 
ing killed in the same way he had killed the prisoners. 
Another veteran, who had passively witnessed a rape 
and murder for which he felt no conscious guilt, 
dreamed recurrently that he was carrying the body of 
a dead girl and was unable to find a place to bury her. 

The need for punishment based on combat guilt or 
‘survivor guilt was not the only motivation for suicide. 
For some veterans, the sense of having been trans- 
formed by combat experiences into a “murderer,” in 
danger of again losing control of feelings of aggression 
and rage, was a significant motivating factor. 

Our analysis established both anxiety and depres- 
sion as significantly related to postcombat suicide at- 
tempts. The logistic regression analysis, however, did 
not confirm that anxiety is a significant predictor of 
suicidal behavior among veterans with PTSD and sug- 
gested that depression plays a role which is clearly 
secondary to that of guilt about combat actions. It is 
worth noting thar we did not have a single case in 
which a veteran who experienced anxiety, depression, 
or both but did not show combat-related guilt had 
made a suicide attempt. 

Many psychiatric disorders—-such as depression, 
alcoholism, schizophrenia, and, most recently, panic 
disorder—have been shown to be associated with an 
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increased risk for suicide and/or attempted suicide 
(32—35). In the past two decades, research interest has 
increasingly focused on understanding why some pa- 
tients in high-risk diagnostic categories are suicidal 
while most are ‘not. Intense affective states, such as 
hopelessness in depression, grief related to loss in al- 
coholism, or fear of disintegration in schizophrenia, 
have been found to be significant in making this dis- 
tinction (17, 35, 37). In the case of veterans with 
PTSD, our findings indicate that intense combat-re- 
lated guilt is the most significant explanatory factor. 
All the veterans we studied had had considerable 
combat experience in Vietnam, and all were diagnosed 
as having PTSD approximately 15 years later. Since 
almost 20% of our veterans with PTSD had made sui- 
cide attempts and another 15% showed sustained pre- 
occupation with suicide (and neither group had a pre- 
combat history of suicidal preoccupation or behavior), 
PTSD emerges as a psychiatric disorder with consider- 
able risk for suicide, at least among this group. The 
overwhelming presence of guilt related to combat 
among the veterans who were suicidal points to the 
need for clinical attention to such guilt in both the 
evaluation and the treatment of veterans with PTSD. 
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Posttraumatic Stress Disorder After a School Shooting: 
Effects of Symptom Threshold Selection 


and Diagnosis by DSM-III, DSM-III-R, or Proposed DSM-IV 


Eitan D. Schwarz, M.D., and Janice M. Kowalski, Ph.D. 


Objective: The purpose of the study was to investigate the effect of symptom threshold and 
criteria set selections on the diagnosis of posttraumatic stress disorder (PTSD) in adults and 
children exposed to a man-made disaster and determine how well DSM-III and its successors 
agree. Method: Data gathered in the course of a voluntary clinical screening for PTSD in 66 
adults and 64 children 6 to 14 months after exposure to a school shooting were analyzed 
according to DSM-III, DSM-III-R, and proposed DSM-IV criteria for PTSD diagnosis and 
cluster endorsement using liberal (occurring at least a little of the time), moderate (occurring 
at least some of the time), and conservative (occurring at least much or most of the time) 
symptom thresholds. Results: Within DSM-III, DSM-III-R, and proposed DSM-IV, selection 
of liberal, moderate, and conservative symptom thresholds had robust effects on rates of 
diagnoses; liberal thresholds allowed the greatest frequencies of diagnosis. Compared with 
DSM-III and proposed DSM-IV, DSM-III-R generally diagnosed the fewest cases. Agree- 
ments between DSM-III-R and proposed DSM-IV were good, while agreements between 
DSM-III and its successors varied for children and adults. Conclusions: Diagnostic rates and 
agreements were complexly influenced by interactions among thresholds and revisions in 
symptom clusters. The present study suggests that attempts to refine PTSD classification 
consider specification of symptom threshold intensity and supports the view that modifica- 


tion of criteria sets be undertaken with caution. 


(Am J Psychiatry 1991; 148:592-597) 


he complex relationship between extreme life 

events and the enduring psychological changes 
that they induce has been recognized for adults and 
children since the early days of modern psychiatry (1, 
2). Yet, until the publication of DSM-III, diagnostic 
schema had not reflected this association. DSM-III 
newly specified posttraumatic stress disorder (PTSD) 
as a syndrome with unique constellations of symptoms 
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and a course characterized by biphasic clusters of re- 
experiencing and avoidant symptoms and a variety of 
miscellaneous symptoms, including arousal. 

Soon after the publication of DSM-IH, DSM-HI-R, 
its revised form currently in use, expanded the defini- 
tion of the concept of stressor and altered and rear- 
ranged symptoms in all clusters. Major modifications 
expanded the ranges of items in the reexperiencing and 
avoidance clusters, required an increase in the number 
of avoidant symptoms from one to three, revised the 
miscellaneous criteria to reflect a more unitary dimer- 
sion of arousal (3), and included items to represert 
PTSD in children (4, 5). Alterations contemplated by 
the DSM-IV Committee on Posttraumatic Stress Dis- 
order would reduce the number of symptoms required 
in the avoidant cluster from three to two and move 
physiological reactivity from the arousal to the reex- 
periencing cluster (R.J. McNally, personal communi- 
cation, May 10, 1990). 

Revising diagnostic criteria, unless justified by solid 
empirical evidence or good agreement between criteria 
sets, could frustrate researchers and clinicians by shift- 
ing operational definitions and making studies and pa- 
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tients difficult to compare (6, 7). To our knowledge, 
there has been no report of how revisions affect the 
frequency of the PTSD diagnosis or how well DSM-III 
and its successors agree. 

In addition, categorical schema, such as DSM-III-R, 
oblige diagnosticians to set an arbitrary point, or 
threshold, when counting as present or absent a symp- 
tom that may in reality exist along a continuum of 
intensity. It has been noted for other disorders that 
significant differences in diagnosis and frequency can 
result from differences in where on this continuum 
such thresholds are set (6, 8, 9). To our knowledge, 
there has been no report of the effect of symptom 
threshold selection on rates of the diagnosis of PTSD. 

In this paper, we study the influences of selection of 
criteria set and symptom threshold on frequencies of 
the diagnosis of PTSD in the aftermath of a man-made 
disaster. 


THE INCIDENT 


As part of a daylong, area-wide terror spree, a 
woman with a psychiatric history, known locally as a 
baby sitter, entered a closely knit elementary school 
attended by 310 children in an upper-middle-class 
suburb. In a boys’ washroom she wounded one young 
child and threatened two others with one of sev- 
eral handguns. In a second-grade classroom she killed 
one child and wounded five others while classmates 
watched. Students and teachers in adjacent classrooms 
heard the shots, and many saw wounded children. The 
woman then left the school grounds, but because her 
whereabouts were unknown, the police kept the chil- 
dren in the school, under their desks and separated 
from their parents, for up to 3 hours. Teachers main- 
tained calm and attended to the bloody wounded until 
emergency help came. Siblings in other area schools 
were also kept indoors. Fear was generally sustained 
throughout the day until information of the woman’s 
suicide at a nearby home was made known (10). 

From the first hours through days and weeks after 
the shooting, mental health professionals provided a 
variety of mental health services to school officials, 
teachers, parents, and children. Children had repeated 
occasions in their classrooms to abreact their fear and 
anxiety and reappraise the event. In addition, many 
sought a variety of treatments privately or through 
community agencies, 


METHOD 


Because of the potentially large size of the cohort 
relative to available resources and limited access to the 
victims, we designed a screening for PTSD, in collab- 
oration with school officials, directed toward identify- 
ing symptomatic individuals. This activity was divided 
into phases of community negotiations and project de- 
sign, data collection, clinical data analysis, clinical 
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feedback, and data research analysis. Although our ba- 
sic aim and permission to work in the community were 
based on a clinical screening, we felt that systematic 
methodology might enhance the quality of the inter- 
vention. We therefore des:gned as much such rigor into 
the project as possible. An attempt was made to select 
diagnostic instruments that had been published or 
were already used by investigators. Consent was ob- 
tained from subjects to use only pooled data for re- 
search purposes. Thus, as we responded clinically, we 
also accumulated a database of preevent, event, and 
postevent measures (E.D. Schwarz, unpublished data, 
1989). 

A total of 141 adults and children were screened, all 
of whom had been exposed in varying degrees to the 
shooting and had received varying amounts and types 
of mental health services. Data from 11 adults were 
incomplete, leaving a study group of 66 adults and 64 
children. Forty-two percent (N=10) of the children in 
the classroom, 13% (N=9) of those in the same wing, 
41% (N=32) of those in the rest of the school, and 
11% (N=13) of those off school grounds or on a field 
trip participated, for a mean of 21% of the total school 
population. Fifty percent (N=32) of the children in the 
study group were girls, and the mean age of the chil- 
dren was 8.6 years (range=S—14). At the time of the 
shooting 80% (N=51) kad been in the school or on 
the grounds (16% {N=10] in the classroom, 14% 
[N=9] in the wing, and 50% [N=32] elsewhere on the 
grounds), and 20% (N=13) had been out of the area. 
Eighty-six percent (N=57) of the adults were women, 
and the mean age of the adults was 38 years (range= 
25—66). At the time of the shooting 20% (N=13) had 
been in the school or on the grounds, 30% (N=33) 
within a mile, and 30% (N=20) out of the area. 

Adults within a mile of the shooting rushed to the 
scene as the news spread. Many knew the victims or 
their families, and a few knew the perpetrator or her 
family. Although some participants in the child and 
adult study groups were family members (e.g., siblings, 
spouses), they were included as indeperdent subjects 
to provide a sufficiently large group for statistical anal- 
ysis in this study. Later studies will examine the group- 
ings separately. 

One subgroup of 24 adults, representing about 70% 
of the people in the building at the time, changed their 
location within the building and grounds during the 
ordeal. The subgroup consisted of teachers and other 
school personnel who volunteered for a clinical screen- 
ing 6 to 8 months after the shooting. The remaining 42 
adults were parents who enrolled their children in the 
clinical screening. Children and their parents were 
screened 8 to 14 months after the event. All partici- 
pants reported symptom onset soon after the shooting, 
well within the 6 months required to exclude DSM-III 
and DSM-III-R diagnoses of delayed PTSD, and they 
reported symptom duration for 6 months or more, 
which met DSM-III criteria for chronic PTSD. 

The Reaction Index, a 20-item, DSM-III-based in- 
ventory of PTSD symptoms (11), was selected for the 
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TABLE 1. Frequency of PTSD Diagnosis and Symptom Clusters in Witnesses to a School Spooning; According to Different Diagnostic Cri- 


teria and Symptom Thresholds 


Siami lee SS eee Se ESS SSS 


DSM-III 
Mod- Con- 
Group and PTSD _Liberal erate servative Liberal 
Variable N % N % N % N % 
Adults (N=66) 
Diagnosis 34 52 11 16 3 4 26 39 
Cluster 
Reexperience 64 97 351 77 34 52 64 97 
Avoidance 37 56 17 26 11 16 33 50 
Arousal 63 96 40 61 24 36 $2 = 80 
Children (N=64) 
Diagnosis 58 91 39 61 10 16 32 50 
Cluster 
Reexperience 63 98 57 89 33 S2 63 98 
Avoidance 64 100 58 91 19 30 35 55 
Arousal 58 91 43 67 16 25 49 77 


screenings. This instrument had been used with adults 
(12) and children (13-15) and validated for both 
groups. Correlations of 0.90 and above have been re- 
parted between the Reaction Index and clinically con- 
firmed PTSD (11). The original investigators provided 
us with a current versicn and scoring (R.S. Pynoos and 
K. Nader, personal coramunication, July 28, 1988). A 
children’s version, reworded for this particular study 
by one of the original investigators (K. Nader, personal 
communication, Dec. 12, 1988), was administered as 
part of the structured clinica! interview conducted by 
school psychologists and social workers, who re- 
hearsed with videotapes to ensure uniformity. All of 
the adults completed a self-report version of the instru- 
ment (available on recuest from the authors). Adding 
the scores of individual items in the Reaction Index 
yields a continuous DSM-III-based index, interpreted 
as an estimate of the severity of PTSD; the estimate 
ranges from absent or doubtful (0--11) to mild (12- 
24), moderate (25-39', and severe (40 and above). 

Although we used thz index to determine severity in 
the clinical screenings, we wanted to examine the di- 
agnostic process by us:ng the more universally avail- 
able DSM-III and its successors and determine their 
sensitivities and the agreement among them. For these 
separate analyses, the Reaction Index was treated as a 
symptom checklist questionnaire, and items required 
for DSM-III-R criteria were added, also allowing in- 
terpretation according to proposed DSM-IV. When 
exact correspondences were absent, Reaction Index 
items were collapsed or expanded to conform with 
criteria set items. Using computer algorithms, we then 
grouped symptoms into the reexperiencing, numbing/ 
avoidance, and miscellaneous/arousal clusters accord- 
ing to DSM-III and its successors. 

In addition, we warited to examine the effects of 
varying thresholds for counting symptoms as present 
or absent. Since participants rated each Reaction Index 
item as present from “none of the time” to “most of 
the time” along a 5-point Likert scale, threshold levels 
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DSM-III-R Proposed DSM-IV 

Mod- Con- Mod- Con- 

erate servative Liberal erate servative 
N % N % N % N % N % 
12 19 2 3 36 S54 16 24 4 6 
53 81 37 56 64 97 54 82 38 58 
13 20 5. 7 4&8 65 21 32 11 16 
30 46 ii i6 46 70 27 4i 7 11 
17 27 5 8 41 64 26 41 6 9 
59 92 35 55 63 98 58 90 35 55 
19 30 5 8 50 78 37 58 12 19 
35 55 12, 19 49 77 34 53 11 17 


could be set for each symptom to yield categorical 
data. The liberal threshold was set when a symptom 
was reported to occur at least a little of the time. The 
moderate threshold was set if a symptom was experi- 
enced at least some of the time. The conservative 
threshold was assigned to symptoms endorsed as oc- 
curring much or most of the time. This method al- 
lowed diagnoses to be made according to three symp- 
tom thresholds in each of the three criteria sets. 


RESULTS 
Threshold and Criteria Set Effects 


Threshold effects. Table 1 shows how percentages of 
patients diagnosed and clusters endorsed dramatically 
dropped as symptom thresholds were set more conser- 
vatively for all criteria sets. 

Criteria set effects. DSM-III-R was generally the 
strictest, yielding the fewest diagnoses, except for 
adults at moderate symptom thresholds, where DSM- 
III was the strictest (table 1). DSM-III yielded the 
highest rates of diagnosis for children, and proposed 
DSM-IV yielded the highest rates for adults. 

Reexperiencing cluster endorsements were most fre- 
quent and increased between DSM-III and its succes- 
sors. Compared ito DSM-III, lower rates of endorse- 
ment in DSM-III-R of avoidance and arousal clusters 
were associated with lower frequencies of PTSD diag- 
nosis. Compared, to adults, children’s endorsements of 
DSM-III avoidance clusters were significantly greater 
at jiberal (x7=36.78, df=1, p<0.005) and moderate 
(x?=52.69, df=1, p<0. 005 ) thresholds,” leading to 
significantly more “frequent diagnoses of PTSD at na 
eral (x?=23.33, df=1, p<0.005) and moderate (x? 
22.93, df=1, p<0. 005 ) thresholds. Compared to 
DSM-III-R, proposed DSM-IV had greater frequencies 
of both avoidance cluster endorsements and diagnoses 
of PTSD. Moving the physiological reactivity symptom 
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TABLE 2. Agreement Among DSM-III, DSM-III-R, and Proposed DSM-IV Criteria for PTSD? 


Liberal Threshold Moderate Threshold Conservative Threshold 
Proposed Propased Proposed 
DSM-III-R DSM-IV DSM-IL-R DSM-IV DSM-III-R DSM-IV 
Group and Agree- Agree Agree- Agree- Agree- Agree- 
Criteria ment Kappa ment Kappa ment Kappa ment Kappa ment Kappa ment Kappa 
Adults 
DSM-HI Fair 0.44 Poor 0.31 Good 0.70 Fair 0.49 Poor 0.38 Poor 0.30 
DSM-HI-R Good 0.65 Good 0.69 Excellent 0.79 
Children 
DSM-III Poor 0.19 Poor 0.31 Poor 0.38 Fair 0.55 Good 0.74 Good 0.68 
DSM-HI-R Good 0.72 Good 0.69 Excellent 0.90 


*For poor agreement, kappa=0.00-0.39; fair, kappa=0.40-0.59; good, kappa=0.60--0.74; and excellent, kappa=0.75—1.00 (16, 17). 


from the arousal cluster in DSM-III-R to the reexpe- 
riencing cluster in proposed DSM-IV decreased en- 
dorsements of arousal clusters but had only small net 
effects on reexperiencing clusters and overall rates of 
diagnosis. 


Agreements Among Criteria Sets 


Table 2 shows kappa coefficients that represent in- 
dices of agreement for PTSD diagnosis corrected for 
chance correspondences (16) and interpreted accord- 
ing to the criteria of Cicchetti and Sparrow (17); the 
kappa coefficients were calculated pairwise among 
DSM-III and its successors at the three symptom 
threshold levels. Diagnostic agreements between DSM- 
IIIJ-R and proposed DSM-IV were good to excellent 
for adults and children. At the moderate thresholds, 
for example, only 9% of adults (N=2) and 19% of 
children (N=8) diagnosed by proposed DSM-IV were 
excluded by DSM-III-R, while 7% of DSM-III-R di- 
agnosed adults (N=1) were excluded by proposed 
DSM-IV. 

By contrast, agreements between DSM-IIT and both 
of its successors varied according to threshold levels 
and between adults and children. At conservative 
thresholds, agreement was good for children but poor 
for adults. For example, two of the three adults diag- 
nosed by DSM-III were excluded by DSM-III-R and 
proposed DSM-IV, while one of three diagnosed by 
DSM-III-R and two of three by proposed DSM-IV 
were excluded by DSM-III. 

At liberal and moderate thresholds, however, agree- 
ments between DSM-III and DSM-III-R were poor for 
children but fair to good for adults. For example, at 
moderate thresholds, 18% of adults (N=3) and 56% 
of children (N=34) diagnosed by DSM-III were ex- 
cluded by DSM-III-R, while 7% of adults (N=1) di- 
agnosed by DSM-III-R were excluded by DSM-III. 
Agreements between DSM-III and proposed DSM-IV 
were not good. For example, at moderate thresholds 
27% of adults (N=4) and 36% of children (N=22) 
diagnosed by DSM-III were excluded by proposed 
DSM-IV, while 14% of adults (N=3) and 4% of chil- 
dren (N=2) diagnosed by proposed DSM-IV were ex- 
cluded by DSM-III, 
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DISCUSSION 


This report, derived from data collected in the after- 
math of a school shooting, examires the effects of cri- 
teria set and symptom threshold selections on the self- 
reported frequency of PTSD in cohorts of 64 children 
and 66 adults. 

First, the results demonstrated consistent and robust 
effects of symptom thresholds on frequencies of diag- 
nosis across all criteria sets and symptom clusters. For 
example, the number of aduits ciagnesed by DSM- 
HI-R at liberal thresholds (experiencing symptoms at 
least a little of the time) was 13-fcld greater than that 
by conservative thresholds (experiencing symptoms 
much or most of the time). 

Second, the data indicated that diagnostic criteria set 
selection influenced rates of diagnosis. As with autism 
(18), bulimia (19), and schizophrenia (20), DSM-III-R 
was the most restrictive, with one exception. Gener- 
ally, DSM-IU-R was the most restrictive because 
stricter criteria in the avoidance and arousal clusters 
outweighed easier criteria (because of an expanded 
range of symptoms) in the reexperiencing cluster. But 
for adults at moderate thresholds the balance went the 
other way, and DSM-III was most restrictive. 

DSM-III was least restrictive for children because 
they endorsed at least one of the three items in its 
avoidance cluster more abundanzly than did adults. 
Proposed DSM-IV was the least restrictive for adults. 
Paradoxically, adults met proposed DSM-IV avoid- 
ance cluster criteria (requiring two symptoms) at slightly 
higher rates than they did DSM-ITI criteria (requiring 
only one symptom). This may derive from the obser- 
vation that DSM-III included only three items in its 
avoidance cluster, while its successors expanded the 
range of items to seven. Compared to DSM-III, while 
the more stringent requirement of DSM-III-R for 
endorsements of three items reduced the number of 
adults who met the avoidance cluster criteria, the stip- 
ulation of proposed DSM-IV of only two avoidance 
symptoms from the expanded item range increased 
their number. The net effect of expanding the range of 
items and requiring only two in the avoidance cluster 
was greater for adults than for children. 

Third, diagnostic agreements between DSM-III-R 
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and proposed DSM-IV were good to excellent for 
adults and children at all thresholds, with proposed 
DSM-IV essentially functioning as a liberalization of 
DSM-III-R. However, patterns of agreement between 
DSM-III and its successors were poorer and less intel- 
ligible. The poor agreement between DSM-III and its 
successors for the few most severely affected adults 
detected by conservative thresholds is reason for seri- 
ous concern and bears examination with larger co- 
horts. In addition, at moderate thresholds, over half of 
the children diagnosed by DSM-III were excluded by 
DSM-III-R and over a third by proposed DSM-IV. 
One explanation is that children’s greater rates of en- 
dorsement of avoidance symptoms at liberal and mod- 
erate thresholds were apparently sufficient to meet the 
less stringent avoidance criteria of DSM-III, leading to 
greater rates of diagnosis and poorer agreements with 
its successors. 

In sum, the results showed that sometimes trouble- 
some and confusing diagnostic incongruities among 
criteria sets that differed for adults and children re- 
sulted from complex interactions among thresholds 
and revisions of items within clusters. 

Fourth, the data invited more detailed comparisons 
of adults with children. Children’s significantly greater 
rates of the PTSD diagnosis at DSM-III liberal and 
mederate symptom thresholds were associated with 
higher rates of endorsement of avoidance clusters by 
children. Additional’ analyses reported elsewhere (21) 
revealed differences between children and adults in fre- 
quencies and patterns of endorsement of individual 
symptoms. For both groups diagnoses were associated 
with recalled intensity of emotional states experienced 
the day of the shooting; there were no associations 
between diagnosis and proximity to the shooting, ac- 
quaintance with the vic-ims or the perpetrator, age, or 
sex. 

Fifth, this paper illustrates that despite the unpre- 
dictable nature of a disaster, data can be systematically 
collected while clinical services are provided. 

However, the current study must be regarded as an 
attempt to systematize observations made in a unique 
natural setting rather than a well-controlled, pre- 
planned investigation, end limitations to its generaliz- 
ability must be discussed fully. The study group in this 
report did not represent a rendom sample. Twenty- 
one percent of the available children, at least one of 
their parents, and most of the school personnel in the 
building that day did participate; and the study group 
represented all categorizs of exposure, albeit not uni- 
formly. However, schocl personnel and parents volun- 
teered themselves and the children, while children may 
have exercised little choice. Adults with high avoid- 
ance may have abstained from participating alto- 
gether, lowering endorsement of avoidance symptoms 
and frequency or severity of PTSD seen in adults or 
possibly their children. On the other hand, if volun- 
teering selected a healthier group of adults, their chil- 
dren may have represented a more general, less se- 
lected, population. Therefore, children may have 
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suffered other disorders not reported here more than 
adults did. Furthermore, more children with existing 
problems may have been enrolled in the screening be- 
cause of parental concerns. Even when large numbers 
of people are affected, attempts at systematic research 
have often been compromised by small, self-selected, 
and nonrepresentative groups because many victims 
are often reluctant to participate (22, 23). Unfortu- 
nately, no screening or data collection of any kind 
would have been possible in this community had it 
been primarily for the purpose of research or had at- 
tempts been made to select a random, more uniform 
sample. 

The use of a self-report measure for adults and a 
structured clinical interview for children may not yield 
comparable types of data. Children and adults may 
differ in their ability to report general or specific types 
of symptoms. For example, children may have revealed 
avoidance symptoms more easily. Because they were 
members of a traumatized community, the interview- 
ers of the children may themselves have suffered PTSD 
symptoms, if not by exposure, then perhaps by conta- 
gion. Whether this would have resulted in underre- 
porting of different symptoms, overreporting, or both 
is unclear. The use of indigenous interviewers, how- 
ever, was part of a collaborative effort with school 
officials and contributed to the restoration of commu- 
nal sense of control, order, and competence. Not only 
did their use allow more efficient deployment of lim- 
ited resources, but we believe that without this ar- 
rangement a “trauma membrane” (23, 24) would have 
obstructed the screenings altogether. 

For both groups, while avoidance symptoms could 
preclude self-reporting in a one-time screening, yield- 
ing lower frequencies of PTSD, these symptoms mav 
become more apparent over several visits to a clinician, 
increasing the likelihood of diagnosis in an actual clin- 
ical situation and yielding more diagnoses. Therefore, 
the decreases in. diagnoses based on increasing the 
number of avoidance symptoms required by DSM- 
III-R might not be as dramatic in the clinical situation. 

In addition, Horowitz (25) suggested that stress-re- 
lated avoidance and intrusive symptoms may not co- 
exist, as suggested by present criteria, but alternate 
over time. The disorder may remain latent until acti- 
vated by internal'or external cues, and studies that are 
not longitudinal may elicit clinical pictures reflecting 
different phases of the natural history of PTSD. 

In conclusion, the classification of a disorder ulti- 
mately derives from replicable identifications of clini- 
cal subgroups having relatively homogeneous presen- 
tations, courses, treatment responses, and outcomes 
(26), as well as clarification of its biopsychosocial 
pathogenesis and boundaries with normality. Because 
opportunities to study reactions to disasters may be 
relatively rare, having a reliable classification readily 
accessible would: increase chances for such studies. 
Without a uniform standard of measure, variability in 
diagnoses can be due to variance in criteria threshold. 
as well as to differences in the criteria themselves. Until 
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we can better define PTSD in terms of external criteria 
to elaborate further the significance of our measures 
(27), it would seem reasonable to use stable criteria 
sets and specify symptom thresholds. 
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The Assessment and Treatment of 
Performance Anxiety in Musicians 


Duncan B. Clark, Ph.D., M.D., and W. Stewart Agras, M.D. 


Objective: Performance anxiety in musicians may be severe enough to require intervention 
but has been the subject of relatively little clinical research. The authors’ objectives were to 
describe the results of a comprehensive clinical and laboratory assessment and to perform a 
double-blind, placebo-controlled study comparing buspirone, cognitive-behavior therapy, 
and the combination of these treatments for performance anxiety. Method; Ninety-four 
subjects were recruited by mass media announcements and were seen in a university-based 
outpatient psychiatric clinic. Assessments were 1) questionnaires for all 94 subjects, 2) di- 
agnostic interview of 50 subjects, and 3) laboratory performance of 34 subjects. Treatment 
conditions were 1) 6 weeks of buspirone, 2) 6 weeks of placebo, 3) a five-session, group 
cognitive-behavior therapy program with buspirone, or 4) the cognitive-behavior therapy 
program with placebo. Treatment outcome measures included subjective anxiety ratings and 
heart rate measures during a laboratory performance, a questionnaire measure of perfor- 
mance confidence, and a blind rating of musical performance quality. Results: All subjects 
fulfilled criteria for DSM-III-R social phobia. Of the 15 full-time professional musicians, ten 
had tried propranolol and three bad stopped performing. Most of the subjects bad substan- 
tial anxiety and heart rate increases during laboratory speech and musical performances. 
Cognitive-behavior therapy resulted in statistically significant reductions in subjective anx- 
iety, improved quality of musical performance, and improved performance confidence. Bus- 
pirone was not an effective treatment. Conclusions: Cognitive-behavior therapy is a viable 


treatment approach for performance anxiety in musicians. 


(Am J Psychiatry 1991; 148:598-605) 


he medical and psychological problems of musi- 

cians have been the subject of increasing interest 
and systematic investigation (1—3). Of 2,212 profes- 
sional classical musicians surveyed by the International 
Conference of Symphony and Opera Musicians (4, 5), 
24% reported a problem with performance anxiety 
(stage fright) and 16% described the problem as se- 
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vere. Smaller studies have also found performance 
anxiety to be common in musicians (6, 7) and that 
amateur musicians and students had relatively more 
performance anxiety than professionals (8). Perfor- 
mance anxiety in musicians may be conceptualized as 
a form of social phobia, and low but statistically sig- 
nificant correlations have been reported between anx- 
iety during musical performances and in other social 
situations (8). 

The Internatiorial Conference of Symphony and Op- 
era Musicians survey (4, 5) indicated that B blockers 
were by far the most common form of treatment used 
by professional musicians: 27% reported daily or oc- 
casional use. Of these, 19% used B blockers daily, as 
prescribed, presumably for hypertension, and 11% 
used them occasionally, as prescribed. The remaining 
70% were occasional users who took B blockers with- 
out prescription. This indicates that a substantial pro- 
portion of professional musicians are illicitly using B 
blockers without medical supervision. Other treat- 
ments had been tried much less frequently. Of the mu- 
sicians who reported severe performance anxiety, only 
25% had tried what the survey termed “psychological 
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counseling,” and the reported success rate was 60%. A 
small proportion, 11%, reported that they had visited 
a general practitioner for assistance, and only 27% 
said they found the visit useful. 

Despite the popularity of B blockers, reviews of con- 
trolled research have concluded that these drugs have 
an equivocal impact on performance anxiety (1, 9). 
Controlled trials have demonstrated that B blockers 
resulted in a significantly greater lowering of heart rate 
and tremor than placebo (10-13). The effect of B 
blockers on subjective anxiety is less impressive: some 
studies found a modest effect (11), but others found no 
difference from the effects of placebo (10, 12, 13). Ben- 
zodiazepines are effective for subjective anxiety but 
have an adverse effect on the quality of musical per- 
formance because they impair psychomotor function- 
ing (12). 

Buspirone has a number of potential advantages as a 
treatment for performance anxiety. It has been dem- 
onstrated to reduce anxiety (14), although its peak ef- 
fect occurs after about 3 weeks of continuous admin- 
istration (15). Unlike benzodiazepines, buspirone does 
not impair psychomotor performance (16) or memory 
(17); few other limiting side effects have been reported 
(18). 

Behavior therapists have emphasized the importance 
of systematic exposure to feared stimuli in the treat- 
ment of phobias. Such exposure is conceptualized as 
leading to extinction of the conditioned fear (19). In- 
directly supporting this idea is the finding of a negative 
correlation between performance anxiety and years of 
playing in public among professional musicians (8). An 
alternative explanation for this relationship, however, 
is that musicians who experience more anxiety on per- 
forming give up the occupation, leaving a preponder- 
ance of older musicians who experience less anxiety 
(8). The notion that exposure always leads to extinc- 
tion of fear is contradicted by the fact that many mu- 
sicians continue to suffer from performance anxiety 
despite years of experience and recent findings of a 
lack of relationship between performance anxiety and 
age (7). Furthermore, problems in the clinical applica- 
tion of exposure therapy to social phobia, such as dif- 
ficulties specifying graduated tasks and prolonging ex- 
posure, have been noted (20). 

In a study of cognitive aspects of musical perfor- 
mance anxiety (8), negative cognitions were shown to 
have a positive correlation and positive cognitions 
were found to have a negative correlation with perfor- 
mance anxiety. This association between performance 
anxiety and cognitive style suggests that negative cog- 
nitions may perpetuate anxiety that would otherwise 
be extinguished with exposure and that a treatment 
approach for musical performance anxiety based on a 
strategy of restructuring cognitions may be effective. 

A cognitive-behavior therapy program combining 
exposure and cognitive therapy for pianists has been 
developed and tested. Comparing three. weekly ses- 
sions of exposure therapy alone with combined cogni- 
tive and exposure therapy with 53 pianists, Kendrick 
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et al. (21) found no statistically significant differences 
after treatment, but both types of therapy were more 
effective than a control condition in reducing anxiety 
measured 5 weeks after termination of treatment. The 
addition of cognitive therapy proved to be superior to 
exposure therapy alone in both a subjective measure of 
performance anxiety and a measure of signs of anxiety 
during performance. This suggests that cognitive ther- 
apy is a useful adjunct to exposure therapy but that 3 
weeks may be insufficient for subjects to learn to use 
the approach. 

The purposes of this study were 1) to study the psy- 
chological characteristics and previous treatment of 
musicians with performance anxiety, 2) to complete a 
laboratory assessment of subjective and physiological 
responses to a speech and a musical performance, and 
3) to perform a double-Llind, placebo-controlled trial 
of buspirone with and without cognitive-beaavior 
therapy for performance anxiety in musicians. 


METHOD 
Subjects 


Subjects recruited through the mass media were 
briefly interviewed by telephone. Those reporting a 
problem with performance anxiety were sent a set of 
questionnaires. To be included, the respondent had to 
report that performance anxiety impaired his or her 
performance or that performance anxiety resulted in 
some avoidance of performance situations. Ir addi- 
tion, respondents were required to score 8 or more on 
the Personal Report of Confidence as a Performer (22), 
Of the 99 subjects wha returned questionnaires, 40 
men and 54 women met these criteria. Their mean age 
was 37.5+11.6 years, ard their age at onset of perfor- 
mance anxiety was 16.0+8.7. 

After returning the Personal Report of Confidence as 
a Performer, those subjezts 18—60 years old who were 
interested in participating in treatment and indicated 
that they had no serious medical disorders were invited 
to undergo further assessment. Subjects considered for 
inclusion in the laboratory assessment and treatment 
study were interviewed 3y using the Structured Clini- 
cal Interview for DSM-IH-R (SCID) (23). To be eligible 
for participation, subjects had to meet DSM-III-R cri- 
teria for social phobia with regard to at least a defin- 
able subset of performance situations, such as solo 
performing. Two subjects alse met criteria for the gen- 
eralized subtype of social phobia. 

Of the 94 subjects who met severity criteria for per- 
formance anxiety, 14 were not eligible for the treat- 
ment study as a result of medical problems (seven sub- 
jects), psychiatric disorders (one had current anorexia 
nervosa and one had current methadone maintenance), 
or age (three were older than 65 years and two were 
younger than 18). Of the 80 remaining subjects who 
were invited for a diagnostic interview, 30 declined, 
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did not respond te further inquiries, or did not attend 
scheduled appointments. Of the 50 subjects inter- 
viewed, one was ineligible as a result of current alcohol 
dependence and one was ineligible as a result of mar- 
ijuana dependence and agoraphobia. Fourteen eligible 
subjects declined further participation. Of those who 
stated a specific reason for declining participation 
other than travel distance, seven did not want to take 
medication, two did not want to discontinue propran- 
olol, and one did not want cognitive-behavior therapy. 
Therefore, 34 subjects were eligible for and elected to 
participate in the laboratory assessment and treatment 
program. These 34 subjects were not significantly dif- 
ferent from the larger group of 94 subjects on any 
variable. Written informed consent was obtained from 
all participating subjects. 


Assessment 


The questionnaire assessment included demographic 
information, professional status, consequences of per- 
formance anxiety, and attempted treatments. Stan- 
dardized measures included the Personal Report of 
Confidence as a Performer (22), the trait subscale of 
the State-Trait Anxiety Inventory (24), the Self-State- 
ment Questionnaire (8), and the Fear Survey Schedule 
(25). The Social Avoidance and Distress Scale and the 
Fear of Negative Evaluation Scale (26) were also 
administered. 

The Personal Report of Confidence as a Performer 
(22) is a questionnaire with 30 true-false items con- 
cerning confidence and anxiety regarding musical per- 
formance developed from the Personal Report of Con- 
fidence as a Speaker (27). The questions survey 
cognitive, behavioral, and somatic aspects of perfor- 
mance anxiety. Questions include, “My thoughts be- 
come jumbled and confused when I perform before an 
audience,” “I always. avoid playing solos in public if 
possible,” and “My hands or legs tremble when I 
play.” A higher score indicates more anxiety and less 
confidence. 

The Self-Statement Questionnaire (8) subscales con- 
cerning negative cognitions ‘six items) and positive 
cognitions (three items) were used to construct a 
weighted composite score to assess the effect of treat- 
ment. Questions include, “I’m almost sure to make 
a dreadful mistake, and that will ruin everything,” 
and “Pll just concentrate on staying relaxed.” A 
higher score indicates more negative and less positive 
cognitions, 

The Fear Survey Schedule (25), including 63 com- 
mon phobias, was subdivided into five subscales: 1) 
fear of negative evaluation, 2) social anxiety, 3) fear of 
bodily harm, 4) agoraphobia, and 5) fear of animals 
and insects. Each item had one of four responses (no 
fear=0, extreme fear and avcidance=3), and a mean 
score was used for each subscale. 

Laboratory assessments were made before and after 
treatment. Each subject selected and performed a piece 
of music 4—6 minutes long in front of an audience of 
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three to ten members. Each subject also gave a speech. 
The speech was also 4—6 minutes long and could be on 
any topic. The order of the musical performance and 
speech was randomized for each subject before treat- 
ment, and the same order was used after treatment. 
The musical performance and the speech were sepa- 
rated by approximately 15 minutes. With the excep- 
tion of one of us (D.B.C.), the audience members were 
not known to the subjects, and subjects did not par- 
ticipate as audience members. Immediately after the 
performance and the speech, each subject was asked to 
rate his or her anxiety on a 10-point scale (1=no anx- 
iety, 10=extreme anxiety). Each subject’s heart rate 
was monitored continuously throughout the perfor- 
mance and speech by using an ambulatory monitor 
(Vitalog Corporation, Mountain View, Calif.) (28). 
Starting 5 minutes after the final performance, we ob- 
tained a 15-minute resting heart rate. All performances 
were audiotaped, and any information that might al- 
low raters to guess the time of the performance or 
experimental condition of the subject were erased. Per- 
formances before and after treatment were presented 
in random order and compared by raters who were 
blind to order and the subject’s experimental condi- 
tion. They usec a scale on which —2=much worse 
than the comparison performance and 2=much better 
than the comparison performance. These raters did not 
participate in any other aspect of data collection or 
analysis. 

The Social Avoidance and Distress Scale, the Fear of 
Negative Evaluation Scale (28), the Personal Report of 
Confidence as a Performer, and the Self-Statement 
Questionnaire were administered before and after 
treatment. One month after the termination of treat- 
ment, subjects again completed the Personal Report of 
Confidence as a Performer. 

Indexes of improvement and endpoint functioning 
were constructed by using scores on the Personal Re- 
port of Confidence as a Performer. Subjects were clas- 
sified as improved if they had a reduction of 5 or more 
points from baseline to follow-up. Subjects were clas- 
sified as having good endpoint functioning if they had 
a score of 7 or ‘ower at follow-up. A score of 7 was 
selected as the criterion for good endpoint functioning 
because a score of 8 or higher was required for entry 
into the study. Therefore, subjects achieving a score of 
7 or lower would no longer be considered to have 
performance anxiety of sufficient severity to warrant 
treatment. 


Treatment 


Subjects were randomly assigned to one of four 
treatment conditions: 1) cognitive-behavior therapy 
with placebo (nine subjects), 2) cognitive-behavior 
therapy with buspirone (eight subjects), 3) buspirone 
alone (nine subjects), and 4) placebo alone (eight 
subjects). 

Cognitive-behavior therapy was given to three groups 
of five or six subjects each. The program was admin- 
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istered in five weekly meetings. Appendix 1 describes 
the program. Treatment was based, in part, on the 
model developed by Kendrick et al. (21) but was sub- 
stantially expanded. The program identifed cognitive 
distcrtions, provided coping models, and encouraged 
expcsure to feared performance situations. All groups 
were conducted by one of us (D.B.C.). 

Buspirone in $-mg tablets or placebo was initially 
prescribed three times/day; the dose was increased as 
tolerated to a maximum total dose of 12 tablets/day. 
The therapeutic effects were assessed after 6 weeks of 
continuous use. Side effects were monitored through- 
out treatment and systematically assessed after treat- 
ment. The subject and the prescribing physician were 
blind to the drug condition until the experiment was 
completed. After 6 weeks of buspirone or placebo, 
medication was discontinued and the subject was mon- 
itored for a 1-month follow-up period. 


Statistical Methods 


For most outcome analyses, repeated measures anal- 
ysis of variance was used. Three analyses were com- 
pleted for each variable: 1) cognitive-behavior therapy 
groups (i.e., those given cognitive-behavior therapy 
with buspirone and those given cognitive-behavior 
therapy with placebo) were compared with medication 
groups (i.e., those given buspirone alone and those 
given placebo alone), 2) buspirone groups (i.e., those 
given cognitive-behavior therapy with buspirone and 
those given buspirone alone) were compared with pla- 
cebo groups (i.e., those given cognitive-behavior ther- 
apy with placebo and those given placebo alone), and 
3) interaction analyses were conducted for the four 
conditions. Separate analyses were carried out com- 
paring the subjects before and after treatment and, 
where applicable, comparing the subjects after treat- 
ment and at 1-month follow-up. 

Subjective anxiety for the musical performance in 
the laboratory was correlated with audience size (r= 
0.52, df=32, p<0.01) and the subject’s professional 
status (r,=0.45, df=32, p<0.01). Subjective anxiety 
for the speech was also correlated with audience size 
(r=0.47, df=32, p<0.01). Therefore, a multivariate 
repeated measures analysis of covariance was used for 
the outcome analyses in these cases to control for the 
relevant correlated variables. 


RESULTS 
Ouestionnaire Assessment 


Table 1 lists the characteristics of the 94 subjects as 
reported on the questionnaire. Of the 15 full-time pro- 
fessional musicians, three had stopped performing as a 
result of performance anxiety. 

The mean+SD score of the 94 subjects on the Per- 
sonal Report of Confidence as a Performer was 17.6+ 
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TABLE 1. Characteristics Reported on Questionnzires by 94 Musi- 
cians With Performance Anxiety 


Characteristic Number Percent 
Professional status 
Full-time professional 13 16 
Part-time professional 27 29 
Full-time music student 3 9 
Serious amateur 31 33 
Casual amateur 13 14 
Instrument 
Voice 27 29 
Guitar 24 26 
Keyboard 20 21 
Strings 11 12 
Wind and brass £ 6 
Percussion 2 2 
Miscellaneous 4 4 
Consequences of performance anxiety 
Performance impaired 91 97 
Avoided performing 72 77 
Stopped performing 1E 19 
Left profession 10 11 
Drank alcohol 39 41 
Previous treatments 
B Blockers 24 26 
Benzodiazepines 19 20 
Psychotherapy 23 24 


5.0. Their mean score on the negative thinking sub- 
scale of the Self-Statement Questionnaire was sig- 
nificantly positively correlated (r=0.52, df=89, p< 
0.001) and their mean score on the positive thinking 
subscale of this measure was significantly negatively 
correlated (r=—0.45, df=89, p<0.001) with their 
mean score on the Personal Report of Confidence as a 
Performer. The subjects’ mean score on the trait sub- 
scale of the State-Trait Anxiety Inventory was 46.7+ 
11.1; this was positively correlated wth their mean 
Personal Report of Confidence as a Performer score 
(r=0.34, df=91, p<0.001). The mean score (1.8 =0.8) 
on the fear of negative evaluation subscale of the Fear 
Survey Schedule was significantly higher than that on 
any other subscale, including social anxiety (0.7+0.4) 
(t=15.9, df=93, p<0.0001), fear of bodily harm (0.9+ 
0.5) (t=11.6, df=93, p<0.0001), agoraphobia (0.44 
0.3) (t=18.5, df=93, p<0.0001), and cear of animals 
and insects (0.6+0.4) (t=16.6, df=93, p<0.0001). 

As can be seen in table 1, more musicians had tried 
drinking alcohol as a method of reducing performance 
anxiety than had tried prescribed medications or psy- 
chotherapy. The musicians with different levels of pro- 
fessional status had tried similar treatments, except for 
B blockers: a significantly larger percentage of full- 
time professional musicians (67%, N=10) than part- 
time professionals (37%, N=10), students (13%, N= 
1), serious amateurs (13%, N=4), or casual amateurs 
(none) had tried B blockers (y7=21.9, df=4, p< 
0.001). Other subjects reported the use of phenobar- 
bital (N=1), marijuana (N=2), or cocaine (N=1) for 
performance anxiety. 
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TABLE 2. Side Effects Reported by Musicians With Performance 
Anxiety Given Buspirone (N=15) or Placebo (N=14) 


Number of Subjects 
With Side Effect 


Side Effect Buspirone Placebo 


Dizziness or lightheadedness 11 
Headaches 

Nervousness 
Drowsiness 

Confusion 

Decreased concentration 
Nausea 

Depression 

Anger or irritability 
Insomnia 

Numbness or weakness 
Blurred vision 

Diarrhea 

Excitement 

Dry mouth 

Muscle aches 

Any side effect 
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Diagnostic and Laboratory Assessments 


Fifty subjects were given the SCID. Thirty-one had 
current and/or past psychiatric diagnoses other than 
social phobia; 10 of these subjects met criteria for mul- 
tiple diagnoses. Of the current diagnoses, the most 
common was simple phobia (N=8), followed by gen- 
eralized anxiety disorder (N=5), psychoactive sub- 
stance use disorders (N=2), and agoraphobia (N=1). 
Of past diagnoses, the most common was major de- 
pression (N=20), followed by psychoactive substance 
use disorders (N=5), panic disorder (N=3), anorexia 
nervosa (N=1), and bulimia nervosa (N=1). 

In the laboratory, subjects reported a mean subjec- 
tive anxiety level of 7.1 (range=2—10) during the mu- 
sical performance and 3.6 (renge=1-10) during the 
speech. Subjective anxiety was significantly higher dur- 
ing the musical performance than during the speech 
(t=3.2, df=32, p<0.01), although musical perfor- 
mance and speech ratings were significantly correlated 
(r=0.34, df=32, p<0.05)., 

The subjects’ mean heart rate during the musical 
performance was 11122 bpm; during the speech it 
was 104+21 bpm. Their mean heart rate increased 
substantially over the resting baseline level during the 
musical performance (by 31.4£16.2 bpm) and during 
the speech (by 24.1+16.3 bpm). The change in the 
subjects’ mean heart rate from baseline to during the 
speech was significantly correlated with their subjec- 
tive rating of anxiety during the speech (r=0.33, df= 
30, p<0.05}, but the corresponding heart rate and 
anxiety values were not correlated for the musical per- 
formance (r=—0.05, df=30, n.s.). Similar to their sub- 
jective rating of anxiety, the subjects’ mean heart rate 
was significantly higher during the musical perfor- 
mance than during the speech (t=2.21, df=31, p< 
0.05), and their mean hzart rates during the musical 
performance and during the speech were significantly 
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correlated (r=0.64, df=30, p<0.01). The subjects had 
mean scores of 19.1+7.4 on the Fear of Negative Eval- 
uation Scale and 8.1+7.2 on the Social Avoidance and 
Distress Scale. 


Treatment Outcome 


Of the 34 subjects who completed the laboratory 
assessment and began treatment, 29 (85%) completed 
treatment. Two of the nine subjects assigned to cogni- 
tive-behavior therapy with placebo, none of the eight 
subjects assigned! to cognitive-behavior therapy with 
buspirone, two of the nine subjects assigned to buspi- 
rone only, and one of the eight subjects assigned to 
placebo only dropped out of treatment. The four treat- 
ment groups did not differ significantly in dropout 
rates (y*=2.22, df=3, n.s.). 

At the end of treatment, the 15 subjects given bu- 
spirone were taking a mean of 6.4+2.2 tablets/day 
(32411 mg/day, range=15—S0 mg/day). The 14 sub- 
jects given placebo were taking a mean of 8.6+2.8 
tablets/day (range=3-12 tablets), significantly more 
tablets than were taken by those given buspirone (t= 
2.14, df=22, p<0.05). Of reported side effects, dizzi- 
ness or lightheadedness was reported more frequently 
by subjects taking buspirone than by those taking pla- 
cebo (x*=12.6, df=1, p<0.001). The two groups did 
not differ significantly i in the occurrence of other side 
effects (table 2). On discontinuation of the study, one 
subject taking buspirone reported a headache that re- 
solved without specific treatment. This subject had a 
history of similar headaches, and whether there was a 
causal relationship with the discontinuation of buspi- 
rone could not be determined. No other problems with 
discontinuation of buspirone were noted. 

The 15 subjects who completed cognitive-behavior 
therapy had a greater reduction in subjective anxiety 
during the musical performance after treatment than 
did those receiving buspirone only or placebo only íta- 
ble 3). A similar result was noted for subjective anxiety 
during the speech (table 3). Subjects given cognitive- 
behavior therapy also showed greater improvement in 
the quality of the musical performance after treatment 
(table 3). Significant changes in heart rate, however, 
were not noted during the musical performance or the 
speech after treatment. Differences were not demon- 
strated on the Self-Statement, Questionnaire. The 
scores on the Personal Report of Confidence as a Per- 
former of the subjects given cognitive-behavior ther- 
apy were also not significantly different after treatment 
than before treatment. However, they were signifi- 
cantly better at follow-up than they were after treat- 
ment (table 3). 

There were few statistically significant differences 
between the subjects given buspirone and those given 
placebo. No statistically significant differences were 
found for change in subjective anxiety during the mu- 
sical performance or during the speech. These groups 
also did not differ on the change in quality of musical 
performance, The change in heart rate was not signifi- 
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TABLE 3. Ratings for 29 Musicians With Performance Anxiety Before and After Treatment With Cognitive-Behavior Therapy With Bus- 


pirone or Placebo, Buspirone Alone, or Placebo Alone 


Multiple Analysis of Covariance 
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Treatment 
Cognitive- Cognitive- 
Behavior Behavior 
Therapy Therapy 
With With Buspirone 
Placebo Buspirone Alone 
(N=7) (N=8) (N=7) 

Outcome Measure Mean SD Mean SD Mean SD 
Rating of subjective 

anxiety during 

musical 

performance" 

Before treatment 74 26 7.8 24 76 16 

After treatment 5.0 1.8 SA 0.9 60 2.2 
Rating of subjective 

anxiety during 

speech“ 

Before treatment 5.3 26 7.0 2.6 5.4 2.4 

After treatment 3.0 1.8 41 2.4 44 1.9 
Rating of audiotape 

of musical 

performance 1.6 0.5 0.6 0.7 0.6 0.8 
Heart rate during 

musical perfor- 

mance (bpm) 

Before treatment 115.4 28.4 111.0 16.4 107.8 20.7 

After treatment 113.1 24.9 111.5 17.7 101.0 15.7 
Heart rate during 

speech (bpm) 

Before treatment 103.0 21.7 116.0 25.8 95.8 16.3 

After treatment 100.0 23.2 98.9 15.8 91.2 17.0 
Self-Statement Ques- 

tionnaire rating“ 

Before teatment 40 0.6 3.6 0.9 3.8 0.3 

After treatment 3.0 0.8 33 0,7 3.9 0.4 
Personal Report of 

Confidence as a 

Performer ratings 

Before treatment 16.3 3.4 15.6 4.7 18.1 4.1 

After treatment 14.6 39 12.0 58 13.4 7.2 

1-month follow-up 58 3.7 9.7 3.0 11.9 9.3 


Cognitive Therapy 
{N=15) Versus Placebo 
Placebo No Cognitive (N=14) Versus 
Alone Therapy Buspirone 
(N=7) (N=14)* (N=15)? 
Mean SD F df p F df p 
6.3 23 
5.5 1.7 508 1,23 <0.05 0.83 1,233 ns 
46 10 
40 14 5.74 1,25 <0.05 049 1,25 ns 
0.3 1.0 — — 
111.8 29.5 
107.8 28.1 0.38 1,23 n.s 0.00 1,23 ns 
992. -199 
93.2 19.3 0.33 1,23 n.s 0.80 1,23 ms. 
4.1 0.5 
3.6 0.6 2.56 1,27 ns. 6.43 1,27 <0.0S 
20.3 3.8 
13.0 65 3.09 1,27 ns. 0.04 1,27 n.s. 
15.4 44 5.75 1,22 <0.05 1.56 1,21 n.s. 


“In all significant comparisons, the groups given cognitive-behavior therapy had better ratings than the groups given no cognitive-behavior 


therapy. 


In the one significant comparison, the groups given placebo had better ratings than the groups given buspirone. 
“A higher rating indicates more anxiety or more negative cognitions. 
A higher rating indicates better quality. Significant difference between cognitive therapy and no cognitive therapy (t=2.08, df=25, p<0.05) 


but not between placebo and buspirone (t=--0.72, df=25, n.s.). 


cantly different for the musical performance or the 
speech. There was a statistically significant change in 
Self-Statement Questionnaire ratings that favored pla- 
cebo (table 3). The buspirone groups did not show 
significantly more change than the placebo groups on 
the Personal Report of Confidence as a Performer. 

The comparison of buspirone and placebo groups 
was reanalyzed without the five subjects who were tak- 
ing three or fewer tablets/day at the end of treatment. 
None of the results were substantially changed, except 
that the subjects given placebo had better ratings on 
the Self-Statement Questionnaire (F=8.5, df=1, 21, 
p<0.01). 

When paired comparisons were performed, all sta- 
tistically significant comparisons among treatment 
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conditions favored cognitive-behavior therapy with 
placebo. There was a significant interaction between 
treatment condition and time on the quality cf the 
musical performance (F=3.72, df=3,25, p<0.05). 
Subjects given cognitive-behavior therapy with pla- 
cebo showed significantly more change than those re- 
ceiving placebo alone (F=3.27, df=1, 12, p<0.05, 
Scheffé test). There was a significant interaction be- 
tween treatment condition and ratings on the Self- 
Statement Questionnaire (F=3.38, df=1, 27, p<0.05), 
and the subjects given cognitive-behavior therapy with 
placebo had significantly better ratings than those 
given buspirone alone (F=3.26, df=1, 12, p<0.05, 
Scheffé test). There was also a significant interaction 
between treatment condition and time on change from 
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after treatment to follow-up on the Personal Report of 
Confidence as a Performer ‘F=6.64, df=3, 20, p< 
0.01). Subjects given cognitive-behavior therapy with 
placebo had significantly better ratings than those 
given cognitive-behavicr therapy with buspirone (F= 
3.28, df=1, 10, p<0.05, Scheifé test), buspirone alone 
(F=3.31, df=1, 11, p<0.05, Scheffé test), or placebo 
alone (F=5.85, df=1, 9, p<0.05, Scheffé test). 

According to ratings available for follow-up on the 
Personal Report of Corfidence as a Performer, all six 
of the available subjects given cognitive-behavior ther- 
apy with placebo improved, and five had good end- 
point functioning. Four of the six available subjects 
given cognitive-behavior therapy with buspirone im- 
proved, and three had good endpoint functioning. 
Four of the seven subjects given buspirone without 
cognitive-behavior therapy improved, and three had 
good endpoint functioning. Three of the five subjects 
given placebo without cognitive-behavior therapy im- 
proved, and none had good endpoint functioning. The 
only significant findings for these measures were that 
more subjects given cognitive-behavior therapy with 
placebo than those given placebo alone improved (x*= 
5.0, df= 1, p<0.05) and had good endpoint function- 
ing (X? =5. 2, df=1, p<0.05). 


DISCUSSION AND CONCLUSIONS 


Performance anxiety had important consequences 
for these musicians: most of them reported some 
avoidance of performing. Three of the full-time pro- 
fessional musicians had stopped performing, suggest- 
ing that performance anxiety can cause occupational 
disability. As found in other studies, use of B blockers 
was common among professional musicians (4, 5) but 
not among the nonprofessional musicians (7). The use 
of alcohol for relief of symptoms was also reported by 
many of the subjects. 

The characteristics ot this group were similar to 
those of groups with social phobia reported in the lit- 
erature: their age at onset was when they were teen- 
agers; there was an approximately equal number of 
men and women (29); they had similar scores on the 
Fear of Negative Evaluation Scale, the Social Avoid- 
ance and Distress Scale, and the State-Trait Anxiety 
Inventory (30); and they used alcohol as an anxiolytic 
in phobic situations (31). Many of these musicians had 
a history of major depression, also characteristic of 
patients with social phobia (32). These findings are 
consistent with categorizing performance anxiety in 
musicians as a form of social phobia. Further, they 
indicate that most musicians with performance anxiety 
do not have the generzlized type of social phobia. 
Rather, similar responses to the speech and the musical 
performance, high scores on ratings of fear of negative 
evaluation, and correlations between anxiety and cog- 
nitive style suggest that this group is best characterized 
as having anxiety in performance situations in which 
an evaluation is explicit or implied. 
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The laboratory assessment demonstrated that these 
musicians experienced substantial physiological changes 
during performances, reflected by heart rate increases. 
Palpitations and tachycardia: are frequently cited 
symptoms of anxiety in musicians (7), and the musi- 
cians in this study experienced substantial increases in 
heart rate during both the musical performance anc 
the speech. Although the increases in heart rate anc 
subjective anxiety were correlated for the speech, there 
was no corresponding correlation for the musical per- 
formance. Heart rate was also apparently not a sensi- 
tive indicator of change because improvement in anx- 
iety was not reflected by a change in heart rate during 
performances following treatment. This lack of a cor- 
relation between heart rate and anxiety may have been 
due to the confounding influence of differences in ex- 
ertion between performances. For example, wind in- 
strumentalists might experience greater increases in 
heart rate due to exertion than guitarists. Other un- 
controlled factors include the use of caffeine and cig- 
arettes before arrival at the laboratory and differences 
in cardiovascular fitness. 

Despite the relatively brief cognitive-behavior ther- 
apy intervention, subjects receiving this treatment 
showed statistically significant mean improvements on 
all major outcome variables. That significant change 
on the Personal Report of Confidence as a Performer 
occurred only at the follow-up assessment suggests 
that subjects learned useful skills in cognitive-behavior 
therapy but did not have the opportunity to practice 
them sufficiently during the 5-week program. Kendrick 
et al. (21) reported similar findings. Although this re- 
sult is encouraging with regard to the effectiveness 
of cognitive-behavior therapy, | one would hope for 
more clinically robust changes 'in both psychological 
and physiological measures. The lack of change in 
some areas may reflect inadequacies in the content and 
length of this cognitive-behavior therapy program. 
Many participants informally ‘remarked that addi- 
tional sessions would have been useful for additional 
exposure as well as for further discussion of cognitive 
strategies. A greater emphasis on cognitive strategies 
may be particularly important for professional musi- 
cians, for whom the exposure provided in this program 
may be less relevant. Furthermore, nonspecific treat- 
ment effects cannot be excluded as possibly contribut- 
ing to improvement. Although placebo provided a 
blind control for medication assignment, it was not 
possible to blind patients to cognitive-behavior ther- 
apy assignment. 

Buspirone was not found to: result in statistically 
significant improvement on any: measure. Although a 
few subjects took less than the recommended dose, 
eliminating these subjects from the analysis did not 
change the negative result. On the other hand, some 
measures showed more improvement with buspirone 
than with placebo, and the small sample may have 
provided inadequate power to detect differences. The 
statistically significant disadvantage of buspirone com- 
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pared with placebo on change in the Self-Statement 
Questionnaire may have been a chance finding. 

These questionnaire and assessment studies docu- 
ment that performance anxiety can be a serious disor- 
der in some musicians, leading to occupational disabil- 
ity and other important consequences. The small 
sample size prevents any definitive statement regarding 
the usefulness of buspirone for performance anxiety. 
Although a study with a larger sample and a more ex- 
tensive cognitive-behavior therapy program is needed, 
the results strongly suggest that cognitive-behavior 
therapy is a viable treatment approach for perfor- 
mance anxiety. 
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APPENDIX 1. Cognitive-Behavior Therapy Program Given to 17 Mu- 
sicians With Performance Anxiety 


SESSION 1 


Introduction and rationale for cognitive-behavior therapy 
Self-statement analysis presented 
Homework: List positive and negative self-statements 


SESSION 2 


Techniques for modifying self-statements 
Coping model 1 (slide and audiotape presentation) 
Replay laboratory performance audiotapes and discuss neg- 


ative and positive cognitions 


Homework: Self-statement modification exercise 


SESSION 3 


Coping model 2 (slide and audiotape presentation) 

Applied relaxation training—long version 

Exposure performances 

Homework: Applied relaxation practice—long version and 


self-statement exercise 


SESSION 4 


Applied relaxation training—short version 
Exposure performances 
Homework: Applied relaxation practice—short version and 


self-statement exercise 


SESSION 5 


Exposure performance 
Review and termination 
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European Versus U.S. Data on the Course of Schizophrenia 
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Joanne Marengo, Ph.D., Martin Harrow, Ph.D., 
James Sands, Ph.D., and Catriona Galloway, B.A. 


Objective: The present research attempts to add to the existing body of data on the course 
of schizophrenia by comparing the findings of a prospective study of a group of U.S. schizo- 
phrenic patients with data from two European studies. Method: Seventy-four U.S. patients 
given the diagnosis of schizophrenia according to Research Diagnostic Criteria were longi- 
tudinally assessed at hospitalization and at three intervals up to 10 years after illness onset. 
The longitudinal criteria for type of onset, course of illness, and outcome were derived from 
the European studies of Manfred Bleuler and Luc Ciompi. The type of onset, course of 
illness, and outcome of the U.S. patients were compared with those of the patients in the two 
European studies. Results: A lower rate of acute onset and of episodic illness was found in 
the U.S. patients, but the relative frequency of a number of major overall course patterns was 
similar across studies. Conclusions: Despite many potential threats to comparability, the 
results of the European and U.S. longitudinal studies of the course of schizophrenia were 
fairly congruent in terms of the relative rate with which patients fell into the categories 
established by Bleuier and Ciompi. These results are encouraging in that they point to the 


possibility of estimating the rate of occurrence of particular expressions of the overal course 


of schizophreaia. 
(Am J Psychiatry 1991; 148:606—611) 


\X J ithin the last two decades, major investigations 

in Europe and in non-Western countries have 
provided data on the longitudinal course and outcome 
of schizophrenia (1, 2). Ten studies conducted in 
North America that follawed the course of schizophre- 
nia for at least 10 years and used well-specified meth- 
odologies have been identified (3). These studies have 
produced information vital to our understanding of 
the course of schizophrenia over many years. How- 
ever, variations in schizophrenia course criteria and 
classifications have limited systematic cross-study 
comparisons. 

Manfred Bleuler (4) and Luc Ciompi (5, 6) specifi- 
cally categorized the courses of schizophrenia found in 
their studies of European patients in terms of eight 
longitudinal patterns. Bleuler and Ciompi constructed 
these patterns by observing and combining three lon- 
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gitudinal features: illness onset, intervening course, 
and outcome. Bleuler and Ciompi reported the per- 
centage of patients showing each of the patterns, along 
with the criteria for inclusion, allowing for cross-study 
comparison. 

Using Bleuler and Ciompi’s classifications, Harding 
(7) examined retrospectively the 32-year course of ill- 
ness of a group of 82 U.S. patients given the diagnosis 
of schizophrenia according to DSM-III. Harding 
found a smaller percentage of U. S. patients with illness 
patterns characterized by an acute onset, episodic 
course, and mild or recovered outcome than did 
Bleuler and Ciompi. Harding also reported a larger 
percentage of patients who showed patterns of 1) 
chronic onset, episodic course, and mild or recovered 
outcome and 2) chronic onset,' episodic course, and 
moderately severe outcome than did either Ciompi or 
Bleuler. 

Disagreements across studies can be partially under- 
stood in terms of methodological differences in diag- 
nosis, observational techniques, outcome cutoffs, and 
sampling (6, 7). For example, Harding’s study was 
originally targeted to study the outcomes of long-stay 
patients later released to the community; this would 
lower the possibilities of observing patients with the 
pattern of acute onset and recovered outcome. Bleuler 
(4, p. 6), in turn, noted that his group of patients may 
have underrepresented those who remained hospital- 
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ized after an initial episode and those who after dis- 
charge remained socially adapted, which would in- 
crease the representation of patients whose illness was 
episodic. Ciompi’s retrospective observations were 
based on patients in older adulthood. Due to this de- 
sign, Ciompi (5, p. 608) cautioned that specific course 
ratios may have been affected by the earlier death of 
many in his patient group. 

Despite a host of potential threats to comparability, 
these studies are moderately congruent in terms of the 
relative rate with which patients fell into the categories 
defined. As we study more patients, the closer we may 
come to estimating the likelihood of the different 
courses schizophrenia may take. 

The present research attempts to add to the existing 
body of data in this area by presenting the longitudinal 
courses found in a group of U.S. schizophrenic patients 
prospectively examined up to 10 years after the onset 
of illness. Efforts were made to conform to the criteria 
outlined in the European studies of Bleuler and Ciompi 
to make cross-study comparisons possible. Impor- 
tantly, these data add a prospective view of schizo- 
phrenia assessed at multiple specified time points over 
the course of disorder. 


METHOD 
The U.S. Study 


The subjects in the U.S. study were 74 patients from 
the Chicago Follow-Up Study (8—10). All subjects were 
diagnosed as having schizophrenia according to Re- 
search Diagnostic Criteria (RDC). These subjects rep- 
resent a group of schizophrenic patients (excluding 
those who committed suicide and those who died) fol- 
lowed up three times at 2—3-year intervals after hos- 
pital discharge. RDC diagnoses were made by a diag- 
nostic team blind to follow-up data and to the purpose 
of this specific study. The team used information gath- 
ered at the index hospitalization, including data from 
the Schedule for Affective Disorders and Schizophrenia 
(SADS) (11), the Schizophrenia State Inventory (10), 
research interviews, and hospital charts. 

The 74 patients were relatively young at their first 
hospitalization (mean+SD age=20.8+3.5 years) and 
at the index hospitalization (22.9+3.9 years), our first 
observational point. Their mean age at the third fol- 
low-up, 8 years after the index hospitalization and 10 
years after first hospitalization, was 31 years. The in- 
dex hospitalization'was the first admission for 29 
(39%) of the 74 patients. 

The U.S. study group was demographically diverse 
in gender (48 [65%] were men), race (53 [72%] were 
white), and social class (36 [49%] were middle-class or 
upper-class [12]). Intellectual functioning was within 
average ranges (WAIS information subscale estimate= 
10.6+3.0), 54 (73%) of the patients had completed 
high school or some college, and 54 (73%) had never 
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married, Almost three-quarters of the subjects received 
neuroleptic medication during the follow-up period: 
32 (43%) received it during all three follow-up inter- 
vals, 16 (22%) during two follow-up intervals, and 
seven (10%) during only one follow-up interval. Anal- 
yses of associations between neuroleptic use and 
course of schizophrenia will be presented in the Results 
section. However, caution should be applied in using 
these naturalistic study data to interpret the efficacy of 
medication because patients were not assigned to treat- 
ment condition on a random basis and compliance was 
not assessed. 


The European Studies 


Bleuler’s 208 subjects were admitted to Zurich Psy- 
chiatric University Clinic during 1942-1943 and were 
observed until 1964—1965 (approximately 23 years). 
They had a mean age at index admission of 40 years, 
33% were first admissions, 43% were men, and 28% 
were married. They represented a range of social 
classes, although on average they came from a slightly 
lower socioeconomic strata than their corresponding 
community (4). Neuroleptics were in use during the 
last 9-10 years of Bleuler’s study. Previous treatment 
included work therapy, sedatives, and a variety of so- 
matic methods. 

Ciompi’s 289 subjects were derived from the Uni- 
versity Psychiatric Clinic of Lausanne and were born 
between 1873 and 1897. The mean age at first hospi- 
talization of the men was 33.2+ 10.6 years, and that of 
the women was 44.4+12 years. The mean follow-up 
duration was 36.9 years from first admission, and the 
subjects represented a predominantly rural and small- 
town population. Only 4% of Ciompi’s subjects were 
treated with neuroleptics because most of these pa- 
tients lived before the neuroleptic era. 

The diagnosis of schizophrenia in both European 
studies followed the system of Eugen Bleuler and ex- 
cluded the course of psychosis as a criterion. The di- 
agnostic concept in the European studies is thus 
broader than DSM-III and includes schizophreniform 
disorder (as does the RDC diagnosis in the U.S. group). 
In addition, the European studies may have included 
some disorders classified by RDC and DSM-III as af- 
fective and schizoaffective psychoses (1). 


Procedure 


The design of the U.S. study included extended eval- 
uations during the index hospitalization. Information 
relevant to illness onset; frequency, duration, and na- 
ture of previous episodes; and premorbid adjustment 
were obtained at the index admission (9, 10). 

Follow-up evaluations were done at 23-year inter- 
vals after discharge from the index hospitalization. 
These standardized assessments evaluated the occur- 
rence of symptoms, hospitalization, treatment, and ad- 
justment during each interval. Evaluations included 
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TABLE 1. Frequency of Ciompi's Courses of Schizophrenia in 
Europe and the United States 
Ciompi’s 
U.S. Study Study (5) 
(N=74) {N=228}* 
Course of IlIness N % N % 
Acute onset, undulating course, 
recovered or mild outcome 8 10.8 58 25.4 
Acute onset, undulating course, 
moderately severe outcome Z 69S 27 118 
Acute onset, simple course, 
recovered or mild outcome 5 6.8 12 53 
Acute onset, simple course, 
moderately severe outcome 10 8 13.5 19 8.3 


Chronic onset, undulating 

course, recovered or mild 

outcome 5 6.8 22 9.6 
Chronic onset, undulating 

course, moderately severe 


outcome 9 4232 12 5.3 
Chronic onset, simple course, 

recovered or mild outcome 3 4.1 23 10.1 
Chronic onset, simple course, 

moderately severe outcome 27 36.5 55 24.1 


ĉ^In 61 cases, onset, course type, or outcome could not be determined 
with certainty (5, p. 612). 


the SADS and/or a madified version of the Present 
State Examination (13}. the Katz and Lyerly adjust- 
ment scales (14), and a comprehensive assessment of 
work, educational, social, hospitalization, and medi- 
cation patterns (10). This information was used to rate 
the course of illness according to criteria derived from 
the work of Manfred Bleuler (4) and Ciompi (5, 6) 
(appendix 1). 

Although criteria for -Ilness onset, course, and out- 
come were made to conrorm to the European studies, 
the time frame of the U.S. outcome assessments was 
necessarily different. In the European studies, the out- 
come was defined as a plateau that an individual 
reached and maintained for at least 5 years. Bleuler’s 
subjects had illness histories af 20 years or more. In 
contrast, our group of patients, to date, has been ob- 
served over a shorter period of time, and outcomes 
refer to the condition of each patient over the 2 years 
preceding the third follow-up. However, correlations 
among outcomes assessed at each of the three follow- 
ups showed significant stability over time (r values= 
0.63 to 0.77). 


Unweighted kappa values (15) between two inde-. 


pendent raters (J.M. and J.S.) showed fair to good 
agreement in assessments of illness onset (kappa= 
0.59), intervening course (kappa=0.60}, outcome 
(kappa=0.71), and overall course (Bleuler criteria, 
kappa=0.41; Ciompi criteria, kappa=0.60). Consen- 
sus meetings were held to identify and resolve sources 
of discrepancy. The most common rating difficulties 
were in tracking the features and time frames of illness 
onset and in assessing the degree of recovery between 
illness episodes. 
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TABLE 2. Frequency of Bleuler’s Courses of Schizophrenia in 
Europe and the United States? 


Bleuler’s 

US. Study Study (4) 

(N= 74) (N=205) 

Course of Illness N % N H 


Acute onset, undulating course, 
recovered 

Acute onset, undulating course, 
mild or moderately severe 


12 162 45 220 


outcome a7 9.5 55S 26.8 
Acute onset, undulating course, 

severe outcome ‘1 1.4 19 9.3 
Acute onset, simple course, 

mild or moderately severe 

outcome 7, 9.5 4 2.0 
Acute onset, simple course, 

severe outcome 2 2.7 2 1.0 
Chronic onset, simple course, l 

mild or moderately severe l 

outcome 18 243 47 22.9 
Chronic onset, simple course, i 

severe outcome 12 16.2 2y -122 
Atypical course 15 20.3 8 3.9 


aUndulating courses are episodic in that periodic episodes are fol- 


lowed by mild or remitted illness. Simple courses include moder- 
ately severe chronic psychosis without intervening remissions. 
Bleuler’s typology differs from Ciompi’s typology in that onset and 
course, although independently assessed, are combined in Bleuler’s 
categorization. Three probands were listed as deceased (4, pp. 210, 
267). 


RESULTS 
The Overall Course of Illness 


Tables 1 and 2 contain the eight descriptions of over- 
all course of illness developed by Ciompi and Bleuler 
and the occurrence rates of these courses across stud- 
ies. A high rate of occurrence was found for courses 
characterized by 1) a chronic onset, simple course, and 
moderate-to-severe outcome and 2) an acute onset, un- 
dulating (episodic) course, and recovered or mild out- 
come. A low rate of occurrence was found across stud- 
ies for courses characterized by an acute onset, simple 
course, and recovered or mild outcome. 

Between-study discrepancies (defined as a difference 
of 10% or more in occurrence rate) were found in 
courses characterized by an acute onset, undulating 
course, and recovered or mild outcome (less frequent 
in the U.S. study than in Ciompi’s) and by a chronic 
onset, simple course, and modetately severe outcome 
(more frequent in the U.S. study than in Ciompi’s). A 
higher rate of atypical course and a lower rate of acute 
onset, undulating (episodic) course, and a mild or 
moderately severe outcome were seen in the U.S. group 
than in Bleuler’s. In all studies, a severe outcome was 
less often associated with an acute onset than a chronic 
onset, and a chronic onset See in recovery was 
infrequent. | 
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Acute and Chronic Illness Onset 


Bleuler (4) categorized “peracute,” acute, and sub- 
acute illness onsets as “acute” and defined by a time 
frame of less than 3 months before the expression of 
the full syndrome (appendix 1). Of Bleuler’s 208 pa- 
tients, 129 (62%) had acute illness onsets and 79 
(38%) had chronic illness onsets (4, p. 198). In con- 
trast, using Bleuler’s 3-month criterion, we found that 
only 23 (31%) of our 74 patients had acute onsets. 

When we applied Ciompi’s more liberal criterion 
(less than 6 months for acute onset) (5), the rates of 
acute and chronic illness onset in our group and Ci- 
ompi’s were more similar: 30 (40.5%) of our patients 
and 50.9% of Ciompi’s had acute onsets, and 44 
(59.5%) of our patients and 49.1% of Ciompi’s had 
chronic onsets. However, more of our patients had 
chronic onsets than did the patients in either European 
study. The type of onset was not significantly related to 
any of the demographic features assessed in this U.S. 
study. Across studies, acute onsets were less frequently 
associated with poor outcomes, and chronic onsets 
more frequently evolved into simple illness courses (ta- 
bles 1 and 2). 


Intervening Course Variations 


Occurrence rates for simple and episodic intervening 
courses showed some between-study variability. More 
of the patients in the European groups (52% in Ciom- 
pi’s group and 58% in Bleuler’s) than in the U.S. group 
(29 [39%] of the patients) had undulating (episodic) 
courses. Atypical course patterns, which usually re- 
flected a combination of simple and episodic periods 
(without intervening remission), were more prominent 
in the U.S. patients (table 2). 

In the U.S. group, comparisons between patients 
with episodic versus simple courses suggested that ep- 
isodic illness was associated with higher educational 
levels (t=2.01, df=54, ates .05) and with an intact 
marriage at follow- -up (x°=9.00, df=2, p<0.02). Age 
at first admission, gender, social class, race, and esti- 
mated IQ were not significantly associated with type of 
course. U.S. patients who did not receive neuroleptic 
medication over the follow-up period had significantly 
different course patterns from those who did receive 
neuroleptics during one or more follow-up intervals 
(x*= 10.47, df=2, p<0.006). Thirty-five (90%) of the 
39 patients with ‘simple courses reported neuroleptic 
use, although 12 (60%) of the 20 patients with epi- 
sodic courses and eight (53%) of the 15 with atypical 
courses also reported receiving neuroleptic medication 
at some point during follow-up. 


Outcome States 
Favorable versus unfavorable outcomes were similar 
across U.S. and European studies despite differences in 


the length of follow-up (table 3). Approximately 20%— 
27% of the patients in each group recovered, and 
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TABLE 3. Outcome States of Patients With Schizophrenia in One 
U.S. and Two European Studies 


US. Ciompi’s Bleuler’s 
Study Study Study 
(N=74) (N=289) (N=208) 
Outcome N % N % N % 
Recovered 17 230 77 26.6 41 197 
Mild 21 28.4 64 22.1 67 32.2 
Moderately severe 21 28.4 69 23.9 41 19.7 
Severe 15 20.3 52 18.0 43 20.7 


Uncertain -m o m 27 93 16 LA 


about 20% of each group were severely impaired at 
the last evaluation. The remaining patients in both the 
U.S. and European groups were almost evenly divided 
between mild and moderately severe outcome states. 


DISCUSSION 


This research compared the distribution of courses 
of schizophrenia diagnosed according to RDC found 
in a prospective, longitudinal U.5. study with those 
found in two European studies. The European studies 
were conducted by Manfred Bleu-er and Luc Ciompi, 
whose criteria and course distributions were most ac- 
cessible based on the available publications. 

Cross-study comparisons indicate some similarity in 
rates of overall course of schizophrenia. One common 
course found across studies (and most frequent in the 
U.S. group) was characterized by a chrenic onset, sim- 
ple (nonepisodic) intervening course, and moderately 
severe outcome. Another common course was charac- 
terized by an acute onset, episodic course, and recov- 
ered or mild outcome. 

Simple courses occurred more frequently in the U.S. 
group than in the European studies, which reported a 
greater rate of episodic illness. Factors that may ac- 
count for this discrepancy are 1) the shorter assessment 
period in the U.S. study (10 years) than in the Euro- 
pean studies (20 or more years) ‘i.e., future episodes 
may yet occur) and 2) sampling and diagnostic factors 
(the U.S. RDC diagnoses excluded affective psychoses). 
Neuroleptic use was commonly (but not exclusively) 
associated with a simple course in the U.S. group and 
may be related to a restriction of illness episodes. 
However, this study involved patient self-report re- 
garding medication use, and treatment compliance was 
not assessed. Bleuler and Ciompi used patients primar- 
ily representative of a preneuroleptic era, so they did 
not report associations between illness course and 
medication use. 

Outcome rates were similar across U.S. and Euro- 
pean studies and in line with expectations (i.e., ap- 
proximately one-fifth of the group showed recovered 
or mild outcomes, one-fifth showed verv severe impair- 
ment, and the remaining three-fifths showed interme- 
diate outcomes). Although the U.S. group had a higher 
rate of chronic (insidious) illness onset than was found 
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in Bleuler’s study, this difference lessened when Ciom- 
pi’s 6-month criterion was used to demarcate acute 
illness onset from chronic onset. Bleuler (4) expressed 
the frustration that concepts such as onset, outcome, 
and intervening course were not well defined. The time 
frames for illness onset were among the most proble- 
matic assessments in the U.S. study group and showed 
the greatest deviation from European rates. 

Carpenter and Kirkpatrick (16) raised a potential 
limitation in using the eight categories of illness course 
presented in the European studies. These investigators 
noted that many symptom and adjustment factors 
must be condensed to create the dichotomies involved 
in the eight-course schema (i.e., acute versus chronic 
onset, simple versus episodic course, good versus poor 
outcome). Carpenter and Kirkpatrick pointed out that 
it also may be useful independently to assess, dichot- 
omize, and study the course relationships of specific 
psychotic and nonpsyctotic illness features (i.e., posi- 
tive symptoms, negative symptoms, cognitive and at- 
tentional disturbances, etc.) over time. Their point is 
well-taken. However, in the interest of comparing the 
courses of our patients with those of the patients of 
Bleuler and Ciompi, we used existing typologies and a 
syndromal approach. 

Although increased methodological standardization 
is needed, documenting the longitudinal courses of 
illness and the features of these courses remains 
important to our understanding of schizophrenia. Em- 
pirically, this documentation can help to identify 
contributors to course heterogeneity and aid in the 
construction of more accurate prognostic models. 
Clinically, it may enrich evaluations of treatment ef- 
fectiveness, improve communication among clinical 
care agencies, and enhance information provided to 
patients and their families. The data reported here 
emphasize a number of cross-nation similarities in 
the course of schizophrenia, pointing to the encour- 
aging possibility of estimating the rates of occur- 
rence of particular expressions of the overall course of 
schizophrenia. 
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APPENDIX 1. Criteria for Onset, Course, and Outcome of Schizo- 
phrenia According to Manfred Bleuler and Luc Ciompi 


CRITERIA FOR ILLNESS ONSET 


Bleuler 


1. Acute. “Whenever the illness or phase of illness devel- 
oped within a few days (peracute) or weeks (acute), or at the 
outside within a few months (subacute)... personality 
changes that are not unequivocally psychotic are disregard- 
ed... an onset of illness is considered . . . when the patient 
first expresses delusions or hallucinations, when he begins to 
talk in such confusion that he is regarded as mentally ill by 
people around him, when he begins to neglect his customary 
duties for no apparent reason, when he ceases to talk, refuses 
to eat, when he rants, etc.” (4, pp.:190, 198). 

2. Chronic. “If it is not possible to determine the onset of 
illness as having developed within the period of a few weeks 
or in a very few months, but the illness develops almost 
unnoticed over the course of several months, I assume a 
chronic onset” (4, p. 190). 


Ciompi 


1. Acute. “Less than six months from appearance of the 
first symptoms to a complete picture of a psychosis” (5, p. 
610). 

2. Chronic. “More than six months from the appearance 
of first symptoms to a complete picture of a psychosis” (5, p. 


10). 
CRITERIA FOR INTERVENING COURSE 


Bleuler and Ciompi 


1. Undulating. “The periods of illness that begin acutely 
and recede acutely I refer to as acute phases or undulations of 
a schizophrenic psychosis. They may involve a first time or a 
repeated phase of illness. They may develop from a normal 
state of health or from a milder chronic condition, and then 
again they may revert to a recovery or to a milder chronic 
state. To qualify as an undulation, a phase must have lasted 
at least a week. Excitations of short duration... were not 
counted as undulations . . . nor did! we consider it an undu- 
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lating phase of illness... when a severe depressive or stu- 
porous condition passed over into a severe manic-like state 
or one of extreme excitation” (4, p. 192). 

2. Simple. Long-term but stable chronic psychosis (4, p. 
209). In the U.S. study, simple courses reflected continuing 
moderately severe levels of psychosis without symptom epi- 
sodes or remissions. 

3. Atypical. “Those courses that are clear and yet cannot 
be put into one of the above categories for one reason or 
another. The most common among them are acute exacer- 


bations that develop after a long-term chronic course” (4, p. 
211). 


CRITERIA FOR OUTCOME 
Bleuler and Ciompi 


1. Recovery. Complete recovery or those who suffer only 
residual impairment; ancillary symptoms (mild to severe); 
possible residues of delusional ideas or faulty perception; 
functioning well in other areas of assessment; resumes for- 
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mer role in society and in the family; not considered mentally 
ill by others—although may be considered odd or eccentric; 
fully employed in gainful work. 

2. Mild. Able to maintain sensible conversation except 
when discussing topics that concern psychotic experiences; 
overt behavior is generally normal (illness not immediately 
obvious); able to work and working, althoug’ it may be at a 
lower level than before the onset. 

3. Moderately severe. Similar to severe, but moments when 
patient breaks out of more severe state (fluctuations are 
seen); also, those who can communicate adecuately but who 
constantly reveal thought disturbances, ever. when speaking 
of impersonal topics; work performance lower than before 
illness. 

4, Severe. Constant care and supervision required (can be 
at home, in a halfway house, or in a hospitali; appears to be 
indifferent to human contact and/or environment; never car- 
ries on coherent, comprehensible conversation: mutistic or 
speaks in great confusion; usually no werk, but at best 
purely mechanical tasks. 
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A Family Study of DSM-III-R Schizoaffective Disorder, 
Depressive Type, Compared With Schizophrenia 
and Psychotic and Nonpsychotic Major Depression 


Mario Maj, M.D., Ph.D., Fabrizio Starace, M.D., and Raffaele Pirozzi, M.D. 


Objective: To assess the validity of DSM-III-R schizoaffective disorder, the authors ex- 
plored the morbid risks for schizophrenia and major affective disorders in the first-degree 
relatives of patients with schizoaffective disorder and relevant other diagnoses. Method: In 
addition to patients with DSM-III-R schizoaffective disorder, depressive type (N=21), the 
probands included patients with mood-incongruent psychotic depression (N=22), mood- 
congruent psychotic depression (N=19), nonpsychotic depression (N=27), or schizophrenia 
(N=28) and normal subjects (N=18). The patients were consecutively recruited from the 
outpatient facilities of a university psychiatry department; the normal subjects were students 
and nurses. All probands were directly interviewed, with the Schedule for Affective Disorders 
and Schizophrenia—Lifetime Version (SADS-L), by a psychiatrist blind to information about 
relatives. Consenting relatives were directly interviewed, with the SADS-L, by:two psychi- 
atrists blind to the probands’ diagnoses. The direct interview was supplemented—or re- 
placed, when an interview was not possible (24%)—by family history data from.all available 
sources. Morbid risks in relatives were calculated according to the Weinberg method. Re- 
sults: The relatives of the schizoaffective patients had almost the same risk for schizophrenia 
as the relatives of the schizophrenic patients. In the relatives of the patients 'with mood- 
incongruent psychotic depression, the morbid risk for major affective disorders was about 
one-half that of the relatives of the patients with mood-congruent psychotic depression and 
one-third that of the relatives of the patients with nonpsychotic depression, but these dif- 
ferences did not reach statistical significance. Conclusions: These results suggest that DSM- 
III-R schizoaffective disorder is close to schizophrenia and largely corresponds to mainly 
schizophrenic schizoaffective disorder in the Research Diagnostic Criteria, whereas DSM- 
IH-R mood-incongruent psychotic depression is probably quite heterogeneous and should be 


studied further. 
(Am J Psychiatry 1991; 148:612-616) 


he heterogeneity of schizoaffective disorders, 

when they are generically defined as “episodic dis- 
orders in which affective and schizophrenic symptoms 
are both prominent and present simultaneously” 
(ICD-10, 1990 draft), has been repeatedly docu- 
mented by studies focusing on family history (1, 2), 
long-term course and outcome (3, 4), and response to 
drug treatment (5, 6). This heterogeneity has been 
found to be more pronounced in the unipolar schizo- 
depressive form (7, 8), whereas bipolar schizoaffective 
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disorder more consistently resembles “pure” bipolar 
affective disorder in outcome and response to drug 
treatment (4, 9, 10). ' 

The first step in the identification of more homoge- 
neous types of schizoaffective disorder was the devel- 
opment of the Research Diagnostic Criteria (RDC) 
(11), in which “mainly affective” and “mainly schizo- 
phrenic” types were identified. The type is based on the 
temporal relationship between ithe occurrence of the 
affective and the schizophrenic-like symptoms and on 
the quality of the premorbid adjustment. The validity 
of this dichotomy has been supported by family (12) 
and drug response (6) studies, but the data provided by 
outcome studies have been less ‘clear; some investiga- 
tions have confirmed the validity, of the dichotomy (13, 
14), and others have shown no significant difference 
between patients with mainly affective and mainly 

| 
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schizophrenic schizoaffective disorder (15—17). (Not 
relevant to the issue are studies [e.g., 18] in which 
schizoaffective patients were divided into ‘“‘affect-dom- 
inant” and “‘schizo-dominant”’ on the basis of criteria 
very different from the RDC. Those criteria cover “‘se- 
quential’’ schizoaffective disorder [19], in which affec- 
tive and schizophrenic syndromes occur in different 
episodes, in addition to “‘concurrent” schizoaffective 
disorder [the only type included in the RDC].) 

The RDC dichotomy of the mainly affective and the 
mainly schizophrenic types of schizoaffective disorder 
has been substantially revived in DSM-III-R. In fact, 
the DSM-III-R category of schizoaffective disorder 
largely overlaps the RDC mainly schizophrenic type of 
schizoaffective disorder, since the crucial criterion for 
the diagnosis of the former condition (“during an ep- 
isode of the disturbance, there have been delusions or 
hallucinations for at least two weeks, but no promi- 
nent mood symptoms”) is almost exactly the same as 
one of the two alternative criteria defining the latter 
(“core schizophrenic symptoms were present for at 
least 1 week in the absence of manic or depressive 
features”). On the other hand, the DSM-III-R catego- 
ries of mania and major depression with mood-incon- 
gruent psychotic features resemble the RDC mainly 
affective type of schizoaffective disorder, since they 
share with this condition two essential features: 1) the 
presence of a manic or major depressive syndrome ac- 
companied by psychotic symptoms that are not “typ- 
ical” of affective disorders and 2) the occurrence of 
psychotic symptoms only during times when the pa- 
tient has prominent mood symptoms. 

The validation of the DSM-III-R category of schizo- 
affective disorder is still in a preliminary phase: specif- 
ically, to our knowledge, no family study on patients 
suffering from this condition has been published as yet. 
In the present paper we report on the morbid risks for 
schizophrenia and for major affective disorders of first- 
degree relatives of patients with a DSM-III-R diagno- 
sis of schizoaffective disorder, depressive type, patients 
with schizophrenia, patients with different types of 
major depression, and normal subjects. We chose to 
focus on the depressive rather than the bipolar type of 
DSM-III-R schizoaffective disorder because we have 
found that the former is much more frequent (at least 
five times as prevalent, according to our experience). 


METHOD 


The study was carried out with the following 
proband groups: 1) 21 patients with a DSM-III-R di- 
agnosis of schizoaffective disorder, depressive type 
(nine men and 12 women, aged 24—46 years), 2) 22 
patients suffering from DSM-III-R major depression 
(either single episode or recurrent) with mood-incon- 
gruent psychotic features (eight men and 14 women, 
aged 27—49 years), 3) 19 patients suffering from DSM- 
HI-R major depression with mood-congruent psy- 
chotic features (seven men and 12 women, aged 28—51 
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years), 4) 27 patients suffering from DSM-III-R major 
depression, severe, without psychotic features (10 men 
and 17 women, aged 27—51 years), 5) 28 patients with 
a DSM-III-R diagnosis of schizophrenia (13 men and 
15 women, aged 21—43 years), and 6) 18 subjects with 
no personal history of psychiatric disorders (eight men 
and 10 women, aged 21—49 years). The patients with 
schizoaffective disorder were recruited from consecu- 
tive patients in the outpatient facilities of a university 
psychiatry department. The patients with other diag- 
noses were recruited from consecutive patients in the 
same outpatient facilities but were selected on the basis 
of suitability for sex and age matching to the schizo- 
affective patients already enrolled (we allowed +5 
years for age matching). The normal subjects were stu- 
dents and nurses, recruited so as to obtain a sex ratio 
and an age distribution similar to those of the patients 
with schizoaffective disorder. All probands were di- 
rectly interviewed by means of the Schedule for Affec- 
tive Disorders and Schizophrenia—Lifetime Version 
(SADS-L) (20). All of the interviews were conducted by 
the same psychiatrist, who was blind to information 
about the probands’ relatives. 

Consenting first-degree relatives were directly inter- 
viewed, with the SADS-L, by two psychiatrists, who 
were blind to the probands’ diagnoses. The direct in- 
terview was supplemented—cr replaced, when an in- 
terview was not possible (24% of the cases)—by fam- 
ily history data from all available sources (other family 
members, health care providers, medical records). The 
information concerning each relative was reviewed by 
an independent clinician, who assigned a “best esti- 
mate” diagnosis according to DSM-III-R criteria. The 
proportion of relatives who could not be directly in- 
terviewed was almost the same in the six proband 
groups. Moreover, these groups did net differ signifi- 
cantly with respect to the distribution of relative types 
(parents, siblings, and offspring). 

The morbid risks for schizophrenia and for major 
affective disorders in the relatives of the probands in 
each group were calculated by means of the abridged 
Weinberg method (21), which weights each relative’s 
risk according to the proportion of the risk period 
through which he or she has passed. We chose this 
method of age correction, rather than the original 
Strömgren method (22), because of the difficulty of 
establishing the exact onset of the first episode, which 
seldom coincided with the period of first treatment, in 
the relatives. According to Larsson and Sjögren (23), 
the use of the Weinberg method is justified provided 
that mortality in the relatives does not show any re- 
markable irregularity (in our subjects no irregularity 
was observed). The risk periods we used were ages 
15—50 years for schizophrenia and ages 15-70 years 
for major affective disorders, as suggested by Perris 
(24). 

The statistical comparison of the morbid risks of the 
relative groups was performed with the u test for the 
assessment of differences between two proportions 
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TABLE 1. Morbid Risk for Schizophrenia and Major Affective Dis- 
orders in First-Degree Relatives of Patients With DSM-ii-R Schizo- 
affective Disorder, Major Depression. or Schizophrenia and of Nor- 
mal Subjects 


Morbid Risk in Relatives 


Major 
Affective 
Schizophrenia Disorders 
Morbid Morbid 
Risk Risk 
Proband Group N? (%)> N? (%)* 
Schizoaffective disorder, 
depressive type (N=21) 46 8.7 42 2.4 
Major depression 
Mood-incongruent psychctic 
(N=22) 52 3.8 46 6.5 
Mood-congruent psychotic 
(N=19) 45 22 41 123 
Nonpsychotic (N=27) 65 0.0 $9 16.9 
Schizophrenia (N=28) 68 8.8 59 1:7 
Normal subjects (N=18) 43 0.0 38 2.6 


* Adjusted for period at risk. 

>The following differences were significant: schizoaffective disorder 
versus nonpsychotic depression (p<0.05), schizoaffective disorder 
versus normal subjects (p<0.05), nonpsychotic depression versus 
schizophrenia (p<0.01), anc schizophrenia versus normal subjects 
(p<0.05). 

“The following differences were significant: schizoaffective disorder 
versus nonpsychotic depression (p<0.05), mood-congruent psy- 
chotic depression versus schizophrenia (p<0.05), nonpsychotic de- 
pression versus schizophrenia (p<0.91), and nonpsychotic depres- 
sion versus normal subjects ip<0.05). 


(25), as modified for use with morbid risk estimates 
(26). 


RESULTS 


As shown in table 1, the first-degree relatives of the 
patients with DSM-III-R schizoaffective disorder, de- 
pressive type, had almost the same morbid risk for 
schizophrenia as the relatives of the schizophrenic pa- 
tients, and they significantly differed in this respect 
from the relatives of both the patients with nonpsy- 
chotic depression (u=2.42, p<0.05, two-tailed) and 
the normal subjects (1=2.00, p<0.05, two-tailed). 
Moreover, they had a significantly lower morbid risk 
for major affective disorders than the relatives of the 
patients with nonpsychotic depression (u=2.30, p< 
0.05, two-tailed). 

Further significant differences were the following: a 
significantly higher morbid risk for schizophrenia in 
the relatives of the schizophrenic patients than in the 
relatives of the patients with nonpsychotic depression 
(u=2.68, p<0.01, two-tailed) or the normal subjects 
(u=2.20, p<0.05, twc-tailed\, a significantly higher 
morbid risk for major affective disorders in the rela- 
tives of the patients with nonpsychotic depression than 
in the relatives of the schizophrenic patients (u=2.79, 
p<0.01, two-tailed) or the normal subjects (u=2.18, 
p<0.05, two-tailed), and a significantly higher morbid 
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risk for major affective disorders in the relatives of the 
patients with mood-congruent psychotic depression 
than in the relatives of the schizophrenic patients (u= 
2.20, p<0.05, two-tailed). 

In the relatives of the patients with mood-incongru- 
ent psychotic depression, the morbid risk for major 
affective disorders was about one-half that of the rel- 
atives of the patients with mood- -congruent psychotic 
depression and one-third that ‘of the relatives of the 
patients with nonpsychotic depression, but these dif- 
ferences did not reach statistical significance. 


DISCUSSION 


The results of the present study suggest that schizo- 
affective disorder, as defined in DSM-III-R, is quite 
close to schizophrenia from the viewpoint of family 
history. It is important to stress that this finding has 
been obtained with patients whose schizoaffective dis- 
order is unipolar, so it cannot be generalized to pa- 
tients with the bipolar form of DSM-III-R schizoaffec- 
tive disorder. It must also be ‘added, however, that, 
according to our experience, the DSM-III-R criteria 
for schizoaffective disorder are rarely fulfilled by pa- 
tients with a current manic Poon or with a history 
of mania. 

By and large, these results conii the correspon- 
dence of DSM-HI-R schizoaffective disorder to RDC 
schizoaffective disorder, mainly schizophrenic. Actu- 
ally, the similarity between our DSM-III-R schizo- 
affective and schizophrenic patients with respect to 
family history pattern was even! more marked than the 
similarity observed by Baron et al. (12) between pa- 
tients with RDC mainly schizophrenic schizoaffective 
disorder and those with schizophrenia. This may re- 
flect the greater specificity of the DSM-III-R criteria 
for schizoaffective disorder, in which the previous oc- 
currence of florid psychotic symptoms (delusions or 


hallucinations) in the absence of prominent mood 


symptoms is mandatory, whereas the RDC category of 
mainly schizophrenic schizoaffective disorder also in- 
cludes patients who exhibited, before the onset of af- 
fective symptoms, such features as social withdrawal, 
impairment in occupational functions, eccentric be- 
havior, and unusual thoughts.or perceptual experi- 
ences. These last patients resemble those described by 
Akiskal and Puzantian (27), in. whom a manic or de- 
pressive syndrome is superimposed on the substrate of 
a schizotypal personality; the presence during acute 
episodes of peculiarities and oddities of ideation, per- 
ception, and behavior may prompt a diagnosis of 
schizoaffective disorder, and their persistence after re- 
covery may be interpreted as residual schizophrenic 
symptoms. Such cases are not: likely to be frequent 
in groups of patients with DSM- III-R schizoaffective 
disorder. 

The notion that DSM-III-R ioke disorder 
corresponds to RDC mainly schizophrenic schizoaffec- 
tive disorder may have important practical implica- 
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tions. In particular, it may be predicted that patients 
with DSM-III-R schizoaffective disorder will respond 
poorly to lithium prophylaxis (6) and will benefit from 
long-term neuroleptic treatment (28). These assump- 
tions, however, require direct support by empirical 
evidence. 

Our findings concerning patients with a DSM-III-R 
diagnosis of major depression with mood-incongruent 
psychotic features may be relevant to the current de- 
bate about the proper nosological position of this con- 
dition (K.S. Kendler, paper commissioned by the 
DSM-IV Work Group on Psychotic Disorders). Al- 
though not statistically significant, the difference in the 
morbid risk for major affective disorders between the 
relatives of these patients and the depressed patients 
with mood-congruent psychotic features or without 
psychotic features was striking and argues against 
Pope and Lipinskt’s belief (29) that mood-incongruent 
delusions and hallucinations in the presence of a full 
affective syndrome are without importance from a 
family history perspective. These results are in line 
with those reported by Coryell et al. (30, 31) for pa- 
tients with a DSM-III diagnosis of major depression 
with mood-incongruent psychotic features, but they 
are not consistent with those obtained by Baron et al. 
(12) for patients with RDC mainly affective schizo- 
affective disorder (in the relatives of these patients, the 
morbid risk for major affective disorders was almost 
the same as that of the relatives of patients with RDC 
major depressive disorder). This last discrepancy may 
in part reflect the fact that DSM-III-R major depres- 
sion with mood-incongruent psychotic features, al- 
though resembling RDC mainly affective schizoaffec- 
tive disorder in some important ways, also differs from 
it in other respects (in particular, a “good premorbid 
social and occupational adjustment” is required for the 
latter diagnosis but not for the former). 

The relatively small size of the proband groups may 
somewhat limit the generalizability of the results of the 
present investigation. Nevertheless, the study is to our 
knowledge the first attempt to validate the DSM-III-R 
approach to the classification of mixed psychotic syn- 
dromes, which apparently reproduces the dichoto- 
mous model first proposed in the RDC. From the view- 
point of family history, it is clear the DSM-III-R 
schizoaffective disorder largely corresponds to RDC 
mainly schizophrenic schizoaffective disorder, since it 
is very close to schizophrenia. The position of DSM- 
IHI-R major depression with mood-incongruent psy- 
chotic features is less definite, and probably patients in 
this category are quite heterogeneous. 

Further studies with larger groups of patients ch 
fering from DSM-III-R major depression with mood- 
incongruent psychotic features are clearly needed. In 
these studies, it would be advisable to avoid pooling 
these patients with those suffering from DSM-III-R 
bipolar disorder with mood-incongruent psychotic fea- 
tures, since it may be expected that the family history 
patterns of the two groups are different. 
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Cortical Magnetic Resonance Imaging Changes in Elderly 


Inpatients With Major Depression 


Peter V. Rabins, M.D., Godfrey D. Pearlson, M.D., Elizabeth Aylward, Ph.D., 
Ashok J. Kumar, M.D., and Kathleen Dowell, M.A. 





Objective: The purpose of the study was to determine if magnetic resonance imaging 
(MRI) scans of elderly depressed patients differ from MRI scans of age-matched control 
subjects and age-matched patients with Alzheimer’s disease. Method: The authors studied 21 
patients 60 years or older with major depression, 16 patients with Alzheimer’s disease, and 
14 age-matched control subjects. Results: Compared to control subjects, depressed patients 
had greater cerebral sulcal and temporal sulcal atrophy; larger sylvian fissures, lateral ven- 
tricles, third ventricles, and temporal horns; and greater severity of subcortical white matter 
lesions. Depressed patients also bad more basal ganglia lesions but similar levels of periven- 
tricular byperintensity. There were no differences between depressed patients with and with- 
out delusions on any MRI measure. Depressed patients who received ECT had more tem- 
poral horn atrophy and greater subcortical abnormality summary scores than normal 
subjects. Cortical sulcal atrophy correlated with age at onset of depression. Conclusions: The 
findings suggest that elderly hospitalized depressed patients have greater cortical as well as 
subcortical atrophy and more basal ganglia lesions than age-matched normal control sub- 


jects. The correlation of these abnormalities with outcome remains unknown. 


(Am J] Psychiatry 1991; 148:617-—620) 


S tructural brain changes in depressed subjects of all 
ages have been reported for more than a decade 
(1-5). In the elderly, ventricle enlargement is linked to 
higher mortality rates (6) and is correlated with lower 
CT scan attenuation numbers (7). Recent studies by 
Coffey and associates (8—10) demonstrate subcortical 
white and gray matter changes on magnetic resonance 
imaging (MRI) scans of neurologically normal and 
neurologically impaired elderly depressed patients 
scheduled to undergo ECT. Similar white matter changes 
have been reported in young patients with bipolar dis- 
order (11, 12); in those studies the MRI abnormalities 
were not associated with cognitive impairment. 

We (5) have linked changes on CT scans to cognitive 
performance in elderly depressed patients. Older pa- 
tients with the dementia syndrome of depression (13) 
had larger ventricle-to-brain ratio and lower regional 
residual CT attenuation numbers than age-matched 
normal subjects. Short-term follow-up of that sample 
(5) demonstrated that most of the older patients with 
the dementia syndrome of depression did not develop 
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progressive dementia. These results suggested to us 
that poor cognitive perrormance in depression results, 
at least in part, from structural and functional brain 
changes rather than solely from poor attention or con- 
centration. 

Brain CT and MRI studies cf depression to date 
have focused on subcortical changes. To determine 
whether elderly depressed patients have changes in 
cortical gray matter on MRI, to assess whether MRI 
changes are seen in older patients not undergoing 
ECT, and to clarify whether the previously described 
changes are distinct from changes seen in Alzheimer’s 
disease (14, 15), we compared MRI scans of elderly 
depressed patients to those of age-matched normal 
subjects and patients with Alzheimer’s disease. 


METHOD 


MRI scans of 21 individuals with major depression, 
16 patients with Alzheimer’s disease, and 14 age- 
matched normal subjects were compared. The de- 
pressed patients were hospitalized on the inpatient psy- 
chiatric service of the Johns Hopkins Hospital and met 
DSM-III-R criteria for major depression. They had no 
history or evidence on physical examination of neuro- 
logic disease (e.g., stroke, Parkinson’s disease), had no 
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TABLE 1. Ratings of Cortical and Subcortical MRI Changes in Elderly Normal Subjects, Depressed Patients, and Patients With Ak- 
heimer's Disease 


Sn EEEREnemeneneeeeeeee eee 


Normal Patients With Difference From Norme] 
Control Depressed Alzheimer’s Subjects (p)* 
Subjects Patients Disease i z 
(N=14) (N=21) (N=16) Patients With 
ee O mer , Depressed Alzheimer’s 
Measure Mean SD Mean SD Mean SD (df=2, 47) p Patients Disease 
Cortical r 
Summary score 2.37 -1.32 4.90 1.60 5.20 1.65 15.00 0.0001 <0.05 <0.05 
Sylvian fissure 0.76 0.66 1.93 0.76 1.85 0.78 12:05 0.0001 <0.01 <0.01 
Temporal sulci 0.49 0.62 1.38 0.63 1.60 0.84 10.15 0.0002 <0.01 <0.01 
Cerebral sulci 1.20 0.21 1.59 0.58 1.75 0.55 4.26 0.02 <0.05 <0.05 
Subcortical 
Summary score 2.74 1.87 6.44 4.39 7.86 3.66 Ror 0.002 <0.05 <0.05 
Third ventricle 0.26 0.40 1.14 0.91 1.38 0.83 8.62 0.0006 <0,01 <0.01 
Temporal horns 0.78 0.56 1.52 0.83 2.04 1.05 8.20 0.0009 <0.05 <0.01 
Lateral ventricles 0.50 0.62 1.25 0.92 1.56 0.84 6.49 0.003 <0.05 <0.01 
Basal ganglia lesions 0.14 0.36 0.65 0.67 0.50 0.30 3.11 0.05 <0.05 n.s. 
White matter lesions 0.50 0.51 0.90 0.89 1.10 0.50 3.10 0.05 <0.05 <0.01 
Periventricular hyperintensity 0.69 1.03 1.05 1.24 1.31 1.01 1.10 0.34 ns. n.s. 


“Post hoc comparisons by Duncan’s test. 


history of head trauma with loss of consciousness for 
more than 1 minute, anc had a discharge Mini-Mental 
State examination (16) score greater than 23. The nor- 
mal subjects were recruited by advertisement. They 
met none of the exclusicnary criteria and had no past 
or current psychiatric history. The subjects with Alz- 
heimer’s disease were recruited from the Johns Hop- 
kins Dementia Research Clinic. All met the criteria of 
the National Institute of Neurological Diseases and 
Stroke and the Alzheimer’s Disease and Related Dis- 
orders Association for possible or probable Alzhei- 
mer’s disease (17). 

MRI scans were performed on a single 1.5 Tesla 
General Electric scanner _ocated in the neuroradiology 
department of the Johns Hopkins Hospital. Settings 
were as follows: repetition time (TR)=3000 msec and 
echo time (TE)=30/100 msec fer 17 patients and TR= 
2500 msec, TE=20/80 msec for 34 patients. The MRI 
scans were rated according to the MRI rating draft of 


December 1989 of the Consortium for Establishing a . 


Registry for Alzheimer’s Disease (18). This protocol 
provides pictures of mild, moderate, or severe changes 
of the following structu-es on MRI scans: cerebral 
sulci, temporal lobe sulci. temporal horns, sylvian fis- 
sures, lateral ventricles, and third ventricle. Basal gan- 
glia and cerebellar infarcts are counted and rated as 
1—4, 5—9, or 10 and greater. Degree of periventricular 
hyperintensity and extent of subcortical white matter 
changes (white matter hyperintensities) are rated on 
4-noint scales from photographic examples of each 
stage. The periventricular hyperintensity and white 
matter hyperintensity ratings use both word and pic- 
ture descriptors and are similar to those previously 
reported by Coffey et al. (&—-10) and Fazekas et al. (19). 
If the verbal and photographic ratings differed, the pic- 
ture rating was used. Because many scans fell between 
ratings, plus and minus ratings were added. For exam- 
ple, a scan that fell between ratings 1 and 2 would be 
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rated as either “1+” (1.33) or “2—” (1.66) depending 
on which picture the scan in question appeared closer 
to. 

MRI scans were rated by individuals who were blind 
to diagnosis and other clinical data. Three raters 
(P.V.R., G.D.P., and E.A.) concurrently evaluated each 
scan, If there was disagreement, a consensus rating was 
reached under the guidance of A.J.K., a neuroradiolo- 
gist member of the instrument development team of 
the Consortium for Establishing a Registry for Alz- 
heimer’s Disease. Interrater reliability was determined 
by calculating the interclass correlation coefficient 
(ICC=0.85, F=1.73, df=62, 108, p<0.01). Summary 
scores of cortical and subcortical changes were calcu- 
lated by adding the three cortical measures (cerebral 
sulci, temporal sulci, and sylvian fissures) and the six 
subcortical measures (lateral ventricles, third ventricle, 
temporal horns, periventricular hyperintensity, white 
matter hyperintensities, and basal ganglia/thalamus 
lesions). 

The following data were collected on each subject: 
age, sex, race, median blood pressure (of five consec- 
utive measures), and history of hypertension or cardio- 
vascular disease. Groups were compared by using 
analysis of variance with Duncan’s test to assess for 
post hoc comparisons. 


RESULTS 


The three groups were similar in age (F=0.22, df= 
2, 48, p=0.80), race (x?=1.72, df=2, p=0.42), and 
sex (x°=4.70, df=2, p=0.10). Normal subjects were 
more likely to be scanned at the TR=2500 msec set- 
ting (x7=21.7, df=2, p<0.001). 

As table 1 shows, the depressed patients and patients 
with Alzheimer’s disease differed from the normal sub- 
jects on all MRI measures except number of basal 
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ganglia lesions and periventricular hyperintensity; only 
patients with Alzheimer’s disease did not differ signif- 
icantly from normal subjects on basal ganglia lesions. 
The depressed patients and patients with Alzheimer’s 
disease differed from the normal subjects on both the 
cortical and subcortical summary measures. There 
were 10 differences between the depressed patients and 
patients with Alzheimer’s disease on any measure. 

Within the depressed group there were no differ- 
ences between patients who subsequently underwent 
ECT (N=12) and those who did not (N=9) on any 
MRI measure except temporal horn rating (F=4.54, 
df=1, 19, p=0.05), which revealed more atrophy in 
patients who later received ECT. F ranged from 2.67 
to 0.09, and p ranged from 0.16 to 0.77 on the other 
measures. Compared to depressed patients who re- 
ceived ECT, depressed subjects who did not receive 
ECT had lower subcortical summary scores (F=5.89, 
df=1, 19, p=0.03) but similar control summary scores 
(F=1.25, df=1, 19, p=0.28). There were no differ- 
ences between depressed patients with delusions (N= 
7) and those without delusions (N=13) on any MRI 
measure (F ranged from 0.67 to 0.01, and p ranged from 
0.46 to 0.92). (In one case the examiner was unable to 
discern the presence or'absence of delusions.) 

Admission Mini-Mental State scores for all subjects 
correlated inversely with the cortical summary mea- 
sure (r=—0.39, N=51, p<0.01) and the subcortical 
summary measure (r=—0.44, N=51, p<0.001). Age 
at onset of depression correlated positively with degree 
of cortical sulcal enlargement (r=0.80, N=14, p< 
0.01) but with no other MRI measure. This correlation 
remained significant (r=0.65, N=14, p<0.05) after 
covariance by partial correlation analysis to remove 
the correlations between age and sulcal enlargement 
and between current age and age at onset. Within the 
depressed group there was no relationship between 
current median blood pressure and white matter hy- 
perintensities (systolic blood pressure versus white 
matter hyperintensities: r=0.03, N=21, n.s.; diastolic 
blood pressure versus white matter hyperintensities: 

=—0,21, N=21, n.s.) or between a history of ever 

having been treated for hypertension.and severity of 
white matter hyperintensities (F=0.84, df=1, 19, p= 
0.37). 


DISCUSSION 


To our knowledge this is the first report of MRI 
changes of cortical brain structure in elderly depressed 
patients. This extends the previous reports of subcor- 
tical abnormalities (8—10) and suggests that brain 
changes associated with depression in the elderly are 
diffuse and not limited to white matter hyperintensities 
or periventricular hyperintensity. The finding of corti- 
cal changes in elderly depressed patients not undergo- 
ing ECT also suggests that the cortical changes are 
present across the spectrum of depression severity. 

The correlations between admission Mini-Mental 
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State scores and the cortical and subcortical summary 
scores confirm our previous work showing a relation- 
ship between cognitive disorder anc. CT scan changes 
in depressed patients (5). The demenstration that the 
MRI changes are both cortical and subcortical is com- 
patible with the hypothesis that a difuse brain process 
is responsible, Vascular disease is one possible cause, 
as is an acceleration of whatever process underlies the 
changes seen on MRI in normal elderly subjects (20). 
However, since similar subcortical changes are re- 
ported in younger patients with bipolar disorder ‘11, 
12) and elderly patients with major depression (10), it 
is plausible that some other diffuse process either 
causes or results from affective d:sorder. Examples 
could include the blood flow changes associated with 
affective disorder (21) or the effects of treatment. 

The finding that age at onset is unrelated to the de- 
gree of subcortical change in spite oz the wide range of 
age at onset (mean+SD=54.2+17.1 years, median= 
55.0, minimum age=23, maximum age=79) further 
suggests that these MRI changes are related to the 
presence of affective disorder and not primarily due to 
the elderly age of the sample. The recent reports of 
Dupont et al. (11, 12) demonstrating similar changes 
in younger patients with dipolar afrective disorder sup- 
port this contention. However, the correlation be- 
tween sulcal atrophy and late age at onset suggests that 
a subset of patients with late-onset depression might be 
presenting with depression as a first manifestation of a 
cortical degenerative disorder such as Alzheimer’s dis- 
ease. Follow-up studies would be necessary to test this 
hypothesis. 

While Tomlinson et ai. (22) dic not find any brain 
abnormalities in a neuropathologic examination of 
seven depressed elderly subjects, Bowen et al. (23), us- 
ing both morphometric and neurochemical analyses, 
have demonstrated cell loss in the pars opicularis and 
temporal poles of elderly depressed patients. They also 
found selective serotonir. 1A receptor loss in these re- 
gions and a generalized loss of serotonin 2 receptors. 
Sackheim et al. (24) have found diminished frontal, 
superior temporal, and anterior parietal blood flow, 
while Baxter et al. (21) reported diminished left frontal 
blood flow in depression. These blood flow, neuro- 
pathological, and neurochemical studies and the pres- 
ent MRI study demonstrate that elderly depressed pa- 
tients have both functional and structural cortical 
abnormalities. 

The prognostic significance of these changes is un- 
clear, Although they are in the same direction as the 
changes seen in patients with Alzheimer’s disease, it is 
unlikely that they reflect early Alzheimer’s disease in 
most cases, since the prognosis of depression in old age 
is different from the prognosis of dementia (25). 

Larger samples might well show differences between 
depression and Alzheimer’s diseas2, since the group 
with Alzheimer’s disease had greater changes on seven 
of the MRI measures. However, it is of note that de- 
pressed patients were nonsignifican-ly worse than Alz- 
heimer’s disease subjects on basal ganglia lesion sever- 
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ity and sylvian fissure severity. Basal ganglia changes 
have been linked to depression (26, 27), and we have 
previously demonstrated language changes in de- 
pressed patients with cognitive impairment (28). The 
latter suggests temporal lobe changes that are perhaps 
reflected in sylvian fissure atrophy. 

The conclusion that the MRI lesions in Alzheimer’s 
disease and depression differ in prognostic significance 
is supported by a recent long-term follow-up of three 
elderly depressed patients with extensive white matter 
hyperintensities (29) that found no development of 
dementia and by a study of normal elderly subjects 
(30) that found no correlation between extent of white 
matter hyperintensities and cognitive performance af- 
ter controlling for age. Further study should clarify 
whether the cortical MRI changes in depression are 
related to clinical severity, treatment resistance, mor- 
tality, or the development of a progressive dementia. A 
study of never-treated depressed subjects would clarify 
whether pharmacotherapy might have induced these 
changes and would test the hypothesis that these le- 
sions coincide with anc possibly predate the develop- 
ment of affective disorder. 
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Changes in Brain Glucose Metabolism 
in Cocaine Dependence and Withdrawal 


Nora D. Volkow, M.D., Joanna S. Fowler, Ph.D., Alfred P. Wolf, Ph.D., 
Robert Hitzemann, Ph.D., Stephen Dewey, Ph.D., Bernard Bendriem, Ph.D., 
Robert Alpert, M.S.W., and Anne Hoff, Ph.D. 


Objective: The authors investigated changes in brain function associated with cocaine 
dependence and withdrawal to provide clues regarding the processes that lead to the uncon- 
trollable self-administration of cocaine. Method: They measured regional brain metabolism 
with ['°F]-fluorodeoxyglucose (FDG) and positron emission tomography in 15 outpatients 
with the diagnosis of cocaine abuse and 17 normal comparison subjects. Ten of the patients 
were studied less than 1 week after they had last had cocaine, and five were studied 2—4 
weeks after withdrawal. Results: Patients studied within 1 week of cocaine withdrawal but 
not those studied within 2—4 weeks of cocaine withdrawal had higher levels cf global brain 
metabolism as well as higher levels of regional brain metabolism in the basal ganglia and 
orbitofrontal cortex than did normal subjects, probably as a consequence of less brain 
dopamine activity. There was also a significant relationship between the number of days 
since cocaine withdrawal and regional brain glucose metabolism in the orbitofrontal cortex 
and in the basal ganglia, and the correlations between cocaine craving and metabolic activity 
were significant in the prefrontal cortex and the orbitofrontal cortex. Conclusions: Although 
the time-dependent fall in metabolic activity suggests that the higher metabolic activity 
observed less than a week after cocaine withdrawal may represent a nonspecific expression 
of drug withdrawal, the selectivity of changes in glucose metabolism for the basal ganglia and 
for the orbitofrontal cortex suggests that the regional metabolic changes seen in cocaine 


abusers during detoxification are related to changes in brain dopamine activity. 


(Am J Psychiatry 1991; 148:621-626) 


C ocaine has been characterized as one of the most 
reinforcing drugs of abuse (1). Under conditions 
of free availability, cocaine will induce insatiable re- 
peated self-administration (2) terminated only by 
physical exhaustion or by extinction of the drug supply 
(3). The reinforcing properties of cocaine have been 
related to its euphorigenic actions, which in turn have 
been linked to cocaine’s ability to block dopamine re- 
uptake (4—7). We hypothesized that although the eu- 
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phorigenic actions of cocaine initiate self-administra- 
tion, this is not the sole mechanism leading to its 
compulsive use, since compulsive cocaine use occurs 
even in the face of tolerance to the euphorigenic ac- 
tions of cocaine (8, 9). Investigation of regional brain 
changes associated with cocaine dependence may pro- 
vide clues about the processes that lead to the uncon- 
trollable self-administration of cocaine. 

Positron emission tomography (PET) and [‘8FI- 
fluorodeoxyglucose (FDG) have been useful in identi- 
fying areas of brain dysfunction that characterize pa- 
tients with different psychiatric and neurological 
diseases (10). Previous studies of cocaine with PET 
have investigated the actions of chronic cocaine on 
cerebral blood flow (11), dopamine receptors (12), and 
brain dopamine metabolism (13) and the actions of 
acute cocaine on brain metabolism (14). PET has also 
been used to monitor cocaine binding and kinetics in 
the human brain (7). In the present study, we investi- 
gated the patterns of regional brain metabolism in 
chronic cocaine abusers at different times after cocaine 
withdrawal to determine whether we could observe 
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TABLE 1. Demographic and Clinical Characteristics of 15 Cocaine Abusers 





Cocaine Use 


Time Since 
Age Last Use Duration Amount Affective Cocaine 
Subject (years) (days) (years) (g/week} Symptoms* Craving 
1 24 1 6 10 Mild Severe 
Z 26 1 1 7 Mild Moderate 
5 26 1 2 18 Severe Severe 
t 37 1 3 4 None Moderate 
hd 31 3 4 20 Mild Severe 
a 2 4 8 14 Mild Moderate 
7 2 5 10 10 Moderate Severe 
E 18 6 4 16 Moderate Severe 
2 a 7 7 15 Severe Severe 
16 2 7 6 7 None Moderate 
11 A 15 2 28 Severe Moderate 
12 30 17 2 5 Moderate Mild 
13 3 21 6 5 Severe Moderate 
14 2 29 7 20 None Mild 
15 3 30 6 7 Mild Mild 


^ Affective symptoms were rated with the Beck Depression Inventory. 
Cocaine craving was rated for the week that preceded the PET scan by asking patients to rate the frequency and the intensity of cocaine 


craving. 


changes in regional! brain function that might disclose 
the patterns of brain dysfunction associated with co- 
caine dependence and withdrawal. 


METHOD 


This study was carried out following the guidelines 
established by the Human Studies Review Committee 
at our laboratory. All subjects provided written in- 
forrmed consent. 

The 15 outpatients included in the study met DSM- 
II-R criteria for a diagnosis of cocaine dependence. 
These patients were men with a meantSD age of 
29+5 years who kad abused cocaine for at least 12 
months, mainly in the form of free base (crack). The 
patients had taken at least 4 g/week of cocaine for 6 
months before the beginning of the study and had been 
drug-free for no more than 1 week during the 6 
months that preceded the study. Ten patients were 
studied between 12 hours and 1 week after their last 
use of cocaine and five patients were studied between 2 
and 4 weeks after their last use of the drug. Although 
all of the patients had z positive history for alcohol, 
nicctine, marijuana, and/or minor tranquilizer use, 
none of them was addicted to any of these drugs except 
nicctine. 

Affective symptoms were recorded by using the Beck 
Depression Inventery, which was given 1 day before 
the PET scan. Craving for cocaine was rated for the 
week that preceded the PET scan by asking patients to 
rate the frequency and intensity of their cocaine crav- 
ing as none, mild, moderate, or severe. Table 1 pro- 
vides demographic and clinical information about the 
patients. 


The group of normal comparison subjects consisted 


of 17 right-handed malz volunteers 32+4 years old 


622. 


who had no neurological or psychiatric disease accord- 
ing to examination and who had no history of drug or 
alcohol abuse in themselves or in their first-degree rel- 
atives. None of the comparison subjects had a current 
or past history of drug and/or alcohol abuse except for 
nicotine. 

All of the patients and comparison subjects were 
without abnormalities according to general physical 
examination. Except for cocaine, none of the patients 
or comparison subjects had been receiving any medi- 
cation for at least 1 month before the study. 

All subjects were scanned with a PET VI instrument 
in the high resolution mode (full-width half-maximum 
0.9 cm). In preparation for the study, two venous cath- 
eters were installed for FDG injection and for arterial- 
ized plasma sampling. Positioning of the subject in the 
PET scanner was accomplished by using an individual 
headholder and two sets of orthogonal lasers posi- 
tioned parallel to the canthomeatal line and parallel to 
the sagittal plane. The subjects’ heads were fixed into 
the headholder with a chin strap. Before the radionu- 
clide emission scans, the subjects underwent a set of 
two transmission scans positioned 7.2 mm apart from 
the canthomeatal line. Transmission scans were per- 
formed with a ring filled with gallium-68 to correct for 
attenuation. The subjects were injected with 6—8 mCi 
of FDG while they were kept in a quiet and dimly lit 
room in the supine position. They were asked to keep 
their eyes open, and their ears were not plugged. 

Scanning was started 35 minutes after the FDG in- 
jection, and two sequential brain scans of 8 minutes 
each taken 7.2 mm apart were obtained at 35 and 44 
minutes after the injection. Arterialized blood sam- 
pling and determinations of plasma glucose and F-18 
concentration have been described elsewhere (15). 

The FDG images were transformed into metabolic 
images by using the operational model of Sokoloff et 
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al. (16) extended by Phelps et al. (17) and Huang et al. 
(18). The rate constants and lumped constants used 
were those reported by Reivich et al. (19). Fourteen 
parallel brain slices positioned 7.2 mm apart were ob- 
tained. Nine cortical, two subcortical, and one cere- 
bellar region were selected from these slices. Values for 
each region were obtained by averaging the weighted 
values of a given region across slices. A global brain 
metabolic value was obtained by averaging the meta- 
bolic rate for the five central slices. The 12 regions of 
interest were drawn directly onto the PET scan by us- 
ing a template for the different brain slices as a refer- 
ence (figure 1). The position of the regions was ad- 
justed manually to each individual slice. The regions 
on the slice template were obtained by using Matsui 
and Hirano’s atlas (20). 

Differences in regional glucose metabolism among 
normal subjects, chronic cocaine abusers who had last 
had cocaine less than a week before scanning, and co- 
caine abusers who had last had the drug 2—4 weeks 
before scanning were analyzed by using one-way anal- 
ysis of variance (ANOVA). Post hoc t tests with Bon- 
ferroni’s correction for multiple tests were used to test 
differences between groups (p=0.004). For those brain 
regions where the glucose metabolism of normal sub- 
jects was found to be significantly different from that 
of cocaine abusers, the effects of cocaine withdrawal 
on regional brain glucose metabolism were tested by 
using regression analyses between the number of days 
since the patient’s last use of cocaine and the regional 
brain glucose metabolism. 

The relationships between glucose metabolism and 
cocaine craving and affective symptoms for the 12 
brain regions were tested by using Pearson product- 
moment correlation coefficients. Because of the multi- 
ple comparisons, only correlations with p=0.01 were 
considered significant. 


RESULTS 


All but three of the cocaine-dependent patients had 
depressive symptoms at the time of the study (table 1). 
All 15 patients had some evidence of cocaine craving, 
even after 30 days of detoxification. There was a ten- 
dency for those patients who were tested after 15 days 
of detoxification to have less craving than the patients 
tested during early detoxification. 

Global brain glucose metabolism was significantly 
higher in cocaine abusers tested during early with- 
drawal (less than 1 week after they had last had co- 
caine) than in normal subjects or in cocaine abusers 
tested during late withdrawal (1—4 weeks after they 
had last had cocaine). Table 2 gives the metabolic val- 
ues for the different brain regions of the normal sub- 
jects and the two groups of cocaine abusers. Significant 
differences among the three groups were seen in global 
glucose metabolism, in the orbitofrontal cortex, and in 
the basal ganglia (table 2). The post hoc t tests per- 
formed to assess differences between normal subjects 
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FIGURE 1. Template Used to Define Regioms of Interest on Meta- 
bolic Images? 






i! 
wee 


CBL 


*PRE=prefrontal, LF=left frontal, RF=right frontal, LP=left pari- 

etal, RP=right parietal, OC=occipital, L-=lef temporal, RT= 
right temporal, TH=thalamus, BG=basal ganglia, OFC=orbi- 
tofrontal cortex, CBL=cerebellum. 


and cocaine abusers who had last had the drug less 
than a week before scanning and between normal sub- 
jects and cocaine abusers who ^ad not had the drug for 
2—4 weeks revealed no d:fferences ketween the normal 
subjects and the cocaine abusers who had not had the 
drug for 2—4 weeks. In contrast, theze was a significant 
difference between the normal subjec-s and the pa- 
tients who had been witndrawn from cocaine for less 
than a week in glucose metabolism im tke orbitofrontal 
cortex (unpaired t value=—3.90, d?=23, p=0.0007). 

Regression analyses revealed a significant relation- 
ship between the number of days since cocaine with- 
drawal and regional brain glucose metabolism for the 
orbitofrontal cortex (y=0.062x+7.576, r*=0.52, pS 
0.003) and for the basal ganglia ty=0.026x+ 8.189, 
r7=0.39, p=0.02). Figure 2 shows the regression anal- 
ysis for the orbitofrontal cortex; the brain glucose me- 
tabolism decreased as the amount of time since with- 
drawal from cocaine increased. 

We found no significant relationshios between re- 
gional glucose metabolism and affective symptoms as 
scored by the Beck Depression Inveatory. The correla- 
tions between cocaine craving and metabolic activity 
were significant for the prefrontal cortex (r=0.70, df= 
14, p=0.004) and for the orbitorrontal cortex (r= 
0.63, df=14, p=0.01). 


DISCUSSION 


We found that the regional brain glucose metabo- 
lism of recently withdrawn cocaine abusers was higher 
than that of normal control subjects, particularly in the 
orbitofrontal cortex and basal ganzlia. We found no 
significant differences in regional brain glucose metab- 
olism between normal control subjec:s and cocaine 
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TABLE 2. Regional Brain Glucose Metabolism of 17 Normal Comparison Subjects and 15 Cocaine Abusers 


Metabolism (mg/100 g ser minute) 


Cocaine Withdrawn Cocaine Withdrawn 


Normal Subjects for Less Than 1 Week for 2—4 Weeks 
(N=17) (N=10) (N=5) 
Brain Region Mean SD Mean SD Mean SD 
Glo>al* 5.4 0.6 6.0 0.5 5.4 0.5 
Prefrontal 6.6 0.9 7A 0.6 6.1 0.6 
Orbitofrontal® 6.3 0.9 7.5 0.5 6.1 0.5 
Left frontal 5.9 0.9 6.5 0.7 $5.5 0.3 
Right frontal 6.1 0.8 6.7 0.7 5.8 0.3 
Left parietal 6.0 0.8 6.6 0.8 5.8 0.6 
Right parietal 6.0 0.8 6.6 0.9 5.9 0.7 
Left temporal 6.2 0.8 6.7 0.4 6.0 0.4 
Right temporal 6.3 0.8 6.8 0.6 6.4 0.4 
Occipital 8.1 1.1 8.7 0.8 8.4 1.3 
Thalamus 7.4 1.0 7.9 0.8 7.9 1.3 
Basal ganglia“ 7.3 0.9 8.1 0.4 7.4 0.5 
Cerebellum a7 0.7 6.0 0.8 5.2 0.9 


re, 
il 


aSignificant differences among the groups: F=3.94, df=2, 29, ps0.05. 
bSignificant differences among the groups: F=7.55, df=2, 29, ps0.01. 
“Significant differences among the groups: F=3.33, df=2, 29, p=s0.05. 


FIGURE 2. Regression Analysis for Regional Brain Glucose Metab- 
olism in Orbitofrontal Cortex (OFC) and Number of Days Off Cocaine? 


mg! 100gr/min 





0O 5 1 15 20 25 30 
4420.52, df=14, p<0.003. 


35 days/off 


abusers tested 2—4 weeks after cocaine withdrawal. 
The time-dependent fal. in metabolic activity suggests 
that the higher metabolic activity observed less than a 
week after cocaine withdrawal may represent a non- 
specific expression of drug withdrawal. Withdrawal 
from stimulants has been shown to produce an excit- 
atory state secondary co release of epinephrine and 
norepinephrine from the sympathetic nervous system 
(21). However, the selectivity of changes in glucose 
metabolism for the basal ganglia, which has the high- 
est density of dopamine receptors, and for the orbi- 
tofzontal cortex, which is one of the main projections 
of the mesocortical dopamine system (22), suggests 
that the regional metabolic changes seen in the cocaine 
abusers during detox:fication may be related to 
chenges in brain dopamine activity. In fact, using PET 
and dopamine, specific tracers, we have documented 
that there is decreased dopamine receptor availability 
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in the basal ganglia of recently detoxified cocaine abus- 
ers (12). 

Although the role of dopamine in the control of 
glucose metabolism in the human brain is poorly un- 
derstood, there are some data suggesting that acute 
administration cf drugs which increase dopamine ac- 
tivity, such as cocaine (14) and amphetamine (23), de- 
crease brain glucose metabolism. There are also some 
data suggesting that inhibition of brain dopamine ac- 
tivity with chronic neuroleptic treatment leads to an 
increase in regional brain metabolism (24, 25). Hyper- 
metabolic activity in the recently detoxified cocaine 
abuser would be consistent with a decrease in brain 
dopamine activity, an effect that is predominantly seen 
in areas rich in dopamine receptors and areas inner- 


= vated by the dopamine system. However, the disrup- 


tion of other neurotransmitter systems in response to 
chronic use of cocaine could also affect regional brain 
metabolism. 

Greater metabolic activity of the orbitofrontal cor- 
tex and basal ganglia has been reported in patients 
with obsessive-compulsive disorders (26, 27). This 
may be of relevance to the present study because the 
orbitofrontal cortex and the basal ganglia form part of 
a circuit that has been postulated to play a critical role 
in the occurrence of repetitive behaviors in patients 
with obsessive-compulsive disorder (28). Animal ex- 
periments have shown that lesions of this circuit lead 
to the emergence of repetitive behaviors that cannot be 
terminated by external or internal cues (29). Whether 
inhibition of this circuit by cocaine could trigger the 
compulsive pattern of cocaine self-administration is an 
interesting unresolved question. In this study we found 
a significant positive correlation between cocaine crav- 
ing and metabolic activity in the orbitofrontal cortex 
and the prefrontal cortex. However, the relationship 
between the orbitofrontal cortex and cocaine craving 
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needs to be interpreted cautiously because metabolic 
activity in the orbitofrontal cortex was strongly corre- 
lated with the amount of time since last cocaine use 
and cocaine craving has been shown to decrease as the 
period of withdrawal increases (3). In addition, al- 
though cocaine craving is a good predictor of relapse, 
it is not a measure of compulsive cocaine use. Demon- 
stration of involvement of the orbitofrontal cortex in 
the compulsive pattern of cocaine self-administration 
would require investigation of the cocaine abuser dur- 
ing compulsive cocaine self-administration. 

The association of cocaine abuse and compulsive 
behavior is not a new one. Purposeless repetitive be- 
havior in cocaine abusers was described at the begin- 
ning of the century (30). Cocaine has also been shown 
to exacerbate compulsive behavior in patients with ob- 
sessive-compulsive disorder (31, 32). Furthermore, 
amphetamine-induced stereotypic behavior has been 
proposed as a model for compulsive behavior (33). 

Within this context, however, it should be noted 
that the conceptualization of compulsive cocaine use 
as somehow involving similar brain circuits to the 
ones implicated in obsessive-compulsive disorder does 
not imply that these are variants of the same disorder. 
Disruption of a particular brain functional system 
can occur through different mechanisms and may rep- 
resent just a part of a more complex pattern of brain 
dysfunction. 

In analyzing the effects of chronic use of cocaine on 
regional brain glucose metabolism, one should also 
take into account the effects of chronic cocaine abuse 
on cerebral blood flow (CBF) because chronic cocaine 
use can lead to lower CBF and cerebrovascular acci- 
dents (11). Disturbances in CBF could in turn generate 
disturbances in brain metabolism. Comparison of re- 
gional defects in CBF and in glucose metabolism could 
help to further clarify this relationship. 

Several cautionary statements should be made about 
this study. First, a crossover design was used; a longi- 
tudinal study would provide a better grasp of the ev- 
olution of the changes in brain glucose metabolism 
during the different phases of cocaine withdrawal. Sec- 
ond, all of the patients in this study, although depend- 
ent only on cocaine, abused other drugs as well, and 
interactions among drugs could affect the patterns of 
regional brain glucose metabolism. Third, the pattern 
of metabolic dysfunction after prolonged detoxifica- 
tion cannot yet be assessed from this study because 
we examined only five subjects who had not had co- 
caine for 2~4 weeks. Larger samples as well as longer 
periods of cocaine withdrawal need to be studied to 
determine long-term consequences of cocaine use on 
regional brain glucose metabolism. Finally, the possi- 
bility that preexisting patterns of regional brain func- 
tion may predispose individuals to the use of cocaine 
needs to be further evaluated. 

In summary, this study shows that cocaine abusers 
who were in the early phase of withdrawal had higher 
levels of metabolic activity in the orbitofrontal cortex 
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and basal ganglia, probably as a consecuence of lower 
brain dopamine activity. 
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Comparison of Acetorphan With Clonidine 
for Opiate Withdrawal Symptoms 


Francois Hartmann, M.D., Marie-France Poirier, M.D., 
Marie-Chantal Bourdel, Ph.D., Henri Loo, M.D., Jeanne-Marie Lecomte; Ph.D., 
and Jean-Charles Schwartz, Ph.D. 


Objective and Method: The authors compared the effects of acetorphan, an enkephalinase 
inhibitor, with those of clonidine for the treatment of the opioid withdrawal syndrome. 
Nineteen patients addicted to heroin or synthetic opiates who were undergoing drug with- 
drawal and displayed a withdrawal syndrome according to DSM-III criteria were studied for 
5 days in a hospital setting. In a double-blind trial, 10 subjects were given acetorphan 
intravenously and nine were given clonidine; objective signs and subjective symptoms of 
withdrawal were recorded. Results: On several objective signs, the effect of acetorphan was 
more marked than that of clonidine, whereas the two drugs exhibited similar efficacy with 
respect to the subjective components of withdrawal. No side effect was noted in the subjects 
who received acetorphan. Conclusions: Enkephalinase inhibition may constitute a novel and 
safe therapeutic approach to the opioid withdrawal syndrome. 


(Am J Psychiatry 1991; 148:627—629) 


Ithough the neurochemical mechanisms responsi- 

ble for addiction to opioids are still debated, the 
withdrawal syndrome is thought to involve a func- 
tional deficiency in endogenous opioid peptides (1). 
Thus, chronic administration of morphine may de- 
crease enkephalinergic transmissions in the brain (2), 
and the withdrawal syndrome is ameliorated by opioid 
peptides and exacerbated by opiate antagonists (1). 
Protection of endogenous enkephalins, through inhibi- 
tion of the peptidases responsible for their inactiva- 
tion, might therefore constitute a novel approach to 
treatment of the opioid withdrawal syndrome. In ani- 
mals, inhibitors of enkephalinase (EC 3.4.24.11, neu- 
tral metalloendopeptidase) protect endogenous en- 
kephalins from degradation and thereby elicit a 
number of opioid-like effects that are reversible with 
naloxone (3). Furthermore, several enkephalinase in- 
hibitors attenuate the severity of naloxone-precipitated 
opiate withdrawal symptoms in rodents (4, 5). 
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The recent availability of acetorphan—a parenter- 
ally active enkephalinase inhibitor that does not pro- 
duce drug dependence (6, 7) and the safety of which 
has now been established in several hundred patients— 
made it feasible to test the enkephalinase inhibitor hy- 
pothesis in human beings for the first time. Using a 
double-blind trial, we compared the effects of acetor- 
phan in opiate withdrawal to those of clonidine, the 
efficacy of which is well-established in detoxification 
but which has some side effects, such as severe hypo- 
tension (8). 


METHOD 


The study included 13 male subjects and six female 
subjects without concurrent psychiatric diagnoses who 
had been addicted to heroin (N=16) or synthetic opi- 
ates (N=3) from a mean+SD age of 18+3 years. Their 
most recent drug addiction period had lasted for a 
mean+SD 8.3+6.4 months, and the last drug intake 
had occurred 8.5+7.2 hours before admission to the 
hospital. Patients with kidney or heart disease, epi- 
lepsy, allergy, or a high intake of benzodiazepines or 
barbiturates were excluded. Patients included in the 
study displayed on day 1 (i.e., 24 hours after admis- 
sion) an opioid withdrawal syndrome according to the 
DSM-III criteria. They were randomly distributed into 
two groups and treated in a double-blind fashion for 3 
days, starting at 9:00 a.m. on day 1. Since acetorphan 
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ACETORPHAN AND CLONIDINE IN OPIATE WITHDRAWAL 


FIGURE 1. Effects of Acetorghan and Clonidine on Objective Signs 
of Withdrawal From Opiates Rated on the Himmelsbach Scale? 


@—-@ ACETORPHAN 
O--O CLONIDINE 


Without taking into account 


Overall systolic blood pressure changes 


HIMMELSBACH SCORE 





253 4 


o 
16 2 838 4 1 
DAYS AFTER WITHDRAWAL 


“Treatments were started on day 1. 
>p<0.05, Mann-Whitney test. 


must be administered intravenously to cross the blood- 
brain barrier (9), the following design was adopted. 
The first group (seven male and three female subjects 
aged 27+3 years and weighing 62+8 kg) received acet- 
orphan, 50 mg i.v. (a dose selected from pharmacoki- 
netic studies), at 9:00 a.m. and 5:00 p.m. and placebo 
capsules at 9:00 a.m. and 1:00, 5:00, 9:00, and 11:00 
p.m. The second group (six male and three female sub- 
jects aged 26+5 years and weighing 58+6 kg) received 
0.075 mg of clonidine in capsule form at 9:00 a.m. and 
1:00, 5:00, 9:00, and 11:00 p.m. and placebo infu- 
sions at 9:00 a.m. and 5:00 p.m. 

The patients were observed for objective signs of 
withdrawal (i.e., anorexia, diarrhea, mydriasis, trem- 
ors, “goose flesh,” perspiration, emesis, yawning, lac- 
rimation, rhinorrhea, and restlessness) and for physi- 
ological parameters (blood pressure, respiratory rate, 
and body temperature). All of these signs were re- 
corded, and a score for objective signs on the Him- 
melsbach scale (10) was calculated every hour from 
9:00 a.m. to 1:00 p.m. each day. Weight was measured 
every day at 9:00 a.m. Subjective reports of with- 
drawal symptoms were evaluated every day at 9:00 
a.m. and 1:00 p.m. on the Opiate Withdrawal Scale 
from the Addiction Research Center Inventory (11), 
which includes 29 items (e.g., “I feel sluggish,” “My 
mouth is very dry”). The subjects’ interruption of opi- 
ate intake was checked by urinalysis throughout the 
study. 

Data were analyzed by analysis of variance analysis 
(ANOVA) for repeated measures with BMDP soft- 
ware. The main sources of variance we considered 
were subjects, drugs, time, and their interaction. Pair- 
wise comparisons were done with Mann-Whitney and 
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Wilcoxon nonparametric two-tailed tests or, when au- 
thorized by the distributions, Student’s two-tailed t 
test. 


RESULTS 


The two groups were found to be comparable 
(Mann-Whitney nonparametric test) in age, sex, na- 
ture of opiates used, age at first opiate intake, usual 
daily intake, duration of last addiction period, and last 
drug intake prior to admission. On day 1 at 9:00 a.m. 
(i.e., before treatment), although the two groups dis- 
played rather high initial scores for objective signs of 
withdrawal, the mean score was significantly higher in 
the clonidine group than in the acetorphan group (p= 
0.05, Mann-Whitney test), a difference attributable to 
a higher mean blood pressure in the clonidine group 
before initiation of treatment (figure 1). 

With both treatments the overall daily score for ob- 
jective signs (figure 1, left side) was significantly lower 
starting on day 2 (p<0.05 and p<0.02 for acetorphan 
and clonidine, respectively; Wilcoxon test); the change 
was more marked (p=0.02) with acetorphan on day 2 
if blood pressure was not taken into account in the 
total score (figure 1, right side). 

When individual objective signs were considered, no 
major differences between the two groups appeared 
from the ANOVA with one between-group factor 
(drug) and one within-group factor (day). Diarrhea 
was slightly more improved by acetorphan (p=0.10). 
Lacrimation was significantly more improved in the 
acetorphan group (p=0.02), and the same was true for 
weight loss, but this sign was (nonsignificantly) higher 
at the start of treetment in this group. Tachypnea, hy- 
pertension, and hyperthermia did not differ between 
the two groups during treatment (data not shown). 
Hourly assessment of objective symptoms during day 1 
indicated that the changes in overall scores did not 
significantly differ in the two groups (data not shown). 

Subjective withdrawal symptoms (scores on the Opi- 
ate Withdrawal Scale), which were similar in the two 
groups before initiation of treatment, fell gradually 
and reached a significant difference from baseline on 
day 4 (p=0.008 for clonidine and p=0.02 for acetor- 
phan; two-tailed Wilcoxon test). There was no signif- 
icant difference between the two groups in the 
ANOVA with one between-group factor (drug) and 
one within-group factor (time) when data were ana- 
lyzed daily or hourly during day 1 (data not shown). 

No side effect was recorded with acetorphan, 
whereas one patient treated with clonidine displayed 
feelings of faintness associated with severe hypoten- 
sion on day 1. Patients complaining of insomnia were 
given an alimemazine tablet, 50 mg, in the evening; the 
mean+SD numbers of these tablets given during the 
trial (2.5+0.4 and 2.0+0.5 in the acetorphan and 
clonidine groups, respectively) did not differ between 
the two groups. 
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DISCUSSION 


The results of this study suggest that acetorphan is at 
least as-effective as clonidine in preventing objective 
signs and subjective symptoms of opiate withdrawal. 
There was a more rapid effect of acetorphan on objec- 
tive symptoms scored on the Himmelsbach scale, ex- 
cept for systolic blood pressure (because the two 
groups were found to differ on this symptom before 
starting treatment). This superior action of acetorphan 
was based on a significantly more rapid suppression 
of some individual symptoms, i.e., lacrimation and 
weight loss, and similar trends for anorexia and diar- 
rhea, although the differences for these last two symp- 
toms failed to reach significance. Weight loss during 
withdrawal is mainly a consequence of diarrhea, and 
acetorphan displays antidiarrheal activity that is re- 
versible with naloxone (6, 12). 

The effects of acetorphan, like those of clonidine (8), 
seemed less rapid for subjective symptoms than for 
objective signs, and the decrease in Opiate Withdrawal 
Scale scores reached significance only on day 4. How- 
ever, it should be remembered that in the absence of 
any treatment, both subjective symptoms and objective 
signs steadily increase to a peak at 2—3 days after with- 
drawal (1). No side effect was recorded in the acetor- 
phen group, whereas one subject receiving clonidine 
experienced severe hypotension, a well-known effect of 
this drug. The efficacy of acetorphan in this study is 
consistent with the (partial) suppressive effects of en- 
kephalinase inhibitors found in rodent models of 
naloxone-precipitated withdrawal (4, 5), in which, 
however, their naloxone-reversible effects (3) are likely 
to be blunted. 

Increased noradrenergic transmission in the CNS 
plays a pivotal role in the opioid withdrawal syndrome 
(1, 9, 13). The efficacy of clonidine and acetorphan for 
withdrawal symptoms may be largely derived from the 
decrease in noradrenaline release they elicit through 
stimulation of presynaptic a-adrenergic (9) and opiate 
(13) receptors, respectively, the latter being mediated 
by endogenous enkephalins protected from degrada- 
tion (6). The naloxone-reversible increase in cerebral 
serotonin turnover elicited by acetorphan (6) might 
also contribute. Finally, since enkephalinase inhibitors 
still suppress some withdrawal symptoms in naloxone- 
treated rodents (4, 5), protection of nonopioid pep- 
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tides known to be substrates of enkephalinase (2) may 
also be involved. 

The positive results of the present trial suggest that 
enkephalinase inhibition may constitute a novel and 
safe therapeutic approach to the management of the 
opioid withdrawal syndrome. 
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Outcomes for Cocaine Abusers 
After Once-a-Week Psychosocial Therapy 


Sung-Yeon Kang, Ph.D., Paula H. Kleinman, Ph.D., George E. Woody, M.D., 
Robert B. Millman, M.D., Thomas C. Todd, Ph.D., 
John Kemp, M.S., and Douglas S. Lipton, Ph.D. 


Objective: The. authors studied the efficacy of once-weekly psychotherapy, family therapy, 
or Er therapy led by paraprofessionals among patients with cocaine use disorders. Meth- 
od: Of subjects who sought outpatient treatment, 168 consented to participate in the study 
and were each randomly assigned to one of the three forms of therapy; 122 patients were 
interviewed 6—12 months later. Their pre- and posttreatment scores on the Addiction Se- 
verity Index were compared. Results: Significant improvements were observed for the cohort 
as a whole, but virtually all of the improvement was restricted to the 23 subjects (19%) who 
were not using cocaine at follow-up. There was a strong relationship between abstinence 
from cocaine use and absence of addiction-related problems, especially psychiatric symptoms 
and family problems. Conclusions: The results of the study indicate that outpatient therapy 
once a week is ineffective for cocaine use disorder. The 19% abstinence rate probably 
represents spontaneous remission among patients with enough motivation to seek treatment, 
as the number of therapy sessions attended was not related to improvement. Either an intense 
level of outpatient contact or residential treatment followed by aftercare is probably needed, 


at least initially, while the patient is attempting to initiate and sustain abstinence. 


(Am J Psychiatry 1991; 148:630—635) 


f illicit drugs, cocaine is the object of the most 

profound concern, and it is the only illicit sub- 
stance whose use increased through the mid-1980s (1). 
A number of studies have reported social and psycho- 
logical characteristics of cocaine users (2—6), and a 
variety of different treatments have been attempted (7— 
11). However, there have been few follow-up studies 
of any form of treatment (12 and unpublished study of 
D. Waldorf et al., 1988), and information about use 
patterns over extended periods is sparse. As with other 
addictive drugs, there is uncertainty about the extent 
to which recovery is possible and about the ways in 
which treatment affects the recovery process (13). This 
paper focuses on important aspects of the lives of a 
group of crack and cocaine addicts who applied for 
once-weekly therapy as part of a treatment outcome 
study. They were interviewed at two times—at the first 
treatment contact and at follow-up 6—12 months later. 
The study was designed to compare the efficacy of fam- 


Received May 9, 1990; revisions received Aug. 8 and Oct. 25, 
1990; accepted Nov. 19, 1990. From Narcotic and Drug Research, 
Inc. Address reprint requests to Dr. Kang, Narcotic and Drug Re- 
search, Inc., 11 Beach St., New York, NY 10013. 

Supported by National Institute on Drug Abuse grant DA-03926. 

Copyright © 1991 American Psychiatric Association. 


630 


ily therapy, psychotherapy, and group therapy led by 
paraprofessionals as treatments for cocaine abuse. 

We compared the initial and follow-up levels of co- 
caine or crack use for the group and examined the 
effect of number ot therapy sessions on level of cocaine 
use at follow-up. We also compared other drug use 
and other problems in the subjects who stopped using 
cocaine and those who did not, at both intake and 
follow-up. 


METHOD 
Subjects 


The analysis is based on follow-up data collected 
from 122 adults with cocaine use disorder who partic- 
ipated in a study of outpatient treatment for drug 
abuse. The patients who consented to participate in the 
study were each randomly assigned to receive once- 
weekly family therapy, individual supportive-expres- 
sive psychotherapy, or group therapy led by parapro- 
fessionals. They were assessed at initial contact and 6 
to 12 months later. Our intention was to conduct fol- 
low-up interviews 6 months after the initial contact, 
but difficulties in locating certain subjects produced a 
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TABLE 1. Demographic Characteristics of Cocaine Abusers As- 
sessed Before and After Once-a-Week Psychosocial Treatment 


Baseline Follow-Up 
(N= 168) (N=122) 

Variable N % N % 
Sex 

Male 145 86 104 85 

Female 23 14 18 15 
Education 

<12 years 44 26 30 25 

12 years 69 41- 49 40 

>12 years 55 33 43 39 
Age (years) 

20-29 87 52 56 46 

30-39 67 40 56 46 

40-49 14 8 10 8 
Ethnicity 

Non-Hispanic white 27 16 20 16 

Black 104 62 79 65 

Hispanic 33 21 23 19 

Other 2 1 0 0 
Occupation 

White-collar 54 32 41 34 

Blue-collar or unemployed 114 68 81 66 


time lag that was longer than expected for those who 
were hardest to reach. The 122 persons evaluated at 
follow-up represent 73% of the 168 who were seen 
originally. 

All persons admitted to the study were classified at 
intake in terms of both lifetime and current cocaine use 
disorders according to DSM-III-R criteria. At the time 
of entry, their history of cocaine use ranged from 1 to 
31 years; the mean was 8 years. The reinterviewed 
patients closely resembled the baseline group in terms 
of demographic characteristics (see table 1). The ma- 
jority of subjects in each group were nonwhite men 
with 12 or fewer years of education. Most had held 
full-time jobs in the 3 years before entry into treat- 
ment, and of these, the majority had blue-collar jobs. 
More than one-half had been arrested at least once, 
about two-thirds of these on non-drug-related charges. 
The demographic characteristics of the baseline group 
of 168 subjects are presented in table 1 for comparison 
of the baseline and follow-up groups, but the analysis 
in this study is based solely on the 122 subjects who 
were interviewed at both intake and follow-up. 


Measures 


Each subject received an extensive battery of tests at 
intake, The evaluation was conducted over two sched- 
uled appointments and required approximately 5 hours 
to complete. The measures selected for analysis in this 
paper were a subset of those completed—the Addiction 
Severity Index (14) and a drug history instrument de- 
signed by us. 

The Addiction Severity Index is a structured clinical 
research interview designed to provide information 
about areas of a patient’s life in which there is often 
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dysfunction associated with drug abuse. These poten- 
tial problem areas are 1) medical, 2) legal, 3) drug, 4) 
alcohol, 5) employment, 6) family/social, and 7) psy- 
chiatric. Reliability and validity data for the Addiction 
Severity Index have been extensive-y reported (14-17), 
and it has become one of the most commonly used 
evaluation instruments in clinical stucies of substance 
use disorders. A composite score, based on the sum of 
the scores for several individual quest:ons within each 
problem area, has been developed for each area by 
P.L. McGahan et al. (unpublished work) and is used in 
this paper. 

The drug history instrument is a structured inter- 
view designed for this study to descrise past and cur- 
rent cocaine use in dezail. It also includes questions 
about age at first cigarette use, level of current ciga- 
rette smoking, first illicit drug used, age at which that 
drug was used, and other drugs used both at the be- 
ginning of cocaine use and during the period of heav- 
iest cocaine use. In addition, a mzasure of abstinence 
from cocaine use at follow-up was developed by com- 
bining the results of urine testing w-th self-report at 
follow-up. 


Analysis 


Paired t tests were used to determine the significance 
of the difference in means between =aseline and fol- 
low-up for the same group. We perfcrmed analysis of 
covariance to test differences betweer. the mean scores 
of the two groups at follow-up, using zhe group means 
at baseline as covariates, and determined significance 
with the F test. 


RESULTS 


For the 122 subjects interviewed at both baseline 
and follow-up, the mean age at first cocaine use was 22 
years, and the range was 12 to 45 years. The mean age 
at first use of any illicit drug was 17 years; the range 
was 11 to 39. Almost all (91%) of the subjects (N= 
111) had used cocaine several timz2s a week or more for 
at least 1 month, and 34% 'N=1) had used the drug 
that often for 4 years or more. Although 96% (N= 
117) had begun by using cocaine int-anasally (“‘snort- 
ing”), crack or free-base inhalazion was the current 
ingestion route for 72% of the group (N=88) in the 30 
days before the first program contact. About one-half 
(46%, N=56) spent over $400 on cocaine and/or 
crack in the 30 days before entezing treatment. 

As expected, about three-fourths of the patients 
(73%, N=89) were users of cigareztes, alcohol, and 
marijuana, as well as cocaine. One-quarter (26%, N= 
32) had drunk alcohol to intoxication at least three 
times a week for 1 month or morz at some time in their 
lives. Seventy-one percent (N=87) had used marijuana 
at least three times a week for at least 5 months. Reg- 
ular use of other drugs was lower: 14% (N=17) had 
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OUTCOMES FOR COCAINE ABUSERS 


TABLE 2. Addiction Severity Index Scores of 122 Cocaine Abusers Before and After Once-a-Week Psychosocial Treatment 





Addiction Severity san BARING 
Index Measure* Mean SD 
Drug composite 0.2 0.1 
Days of cocaine use 11.5 9.1 
Days of marijuana use 4.8 8.1 
Dollars” spent on drugs 8.4 6.8 
Dzys of drug problems 14.4 12.4 
Alconol composite 0.1 0.1 
Dzys of alcohol use 1.1 3.5 
Dollars?” spent on alcohol 1.2 2.1 
Days of alcohol probiems 0.5 3.3 
Medical composite 0.2 0.3 
Days of medical problems ae 6.8 
Employment composite 0.6 0.3 
Days worked“ 13:9 11.8 
Dollars” earned" 11.6 93 
Legal composite 0.1 0.1 
Days of criminal activity 0.6 3.2 
Fami_y/social composite 0.4 0.2 
Days of problems with famiy 7.3 9.0 
Days of problems wita others 22 6.2 
Psychiatric composite 0.3 0.2 


Follow-Up Two-Tailed t Test 

Mean SD — t df 2 
0.1 0.1 9.32 110 <0.001 
5.5 8.5 5.85 114 <0.001 
2.1 4.8 3.82 114 <0.001 
23 4.5 7.98 113 <0.001 
7.2 11.0 5.20 114 <0.001 
0.1 0.1 1.02 113 n.s. 
1.9 3.6 —1.97 114 0.05 
0.8 1.0 1.89 114 n.s, 
0.6 Jd ~0.31 114 n.s, 
0.1 0.2 1.16 111 n.s. 
2.1 5.1 0.95 112 n.s. 
0.6 0.3 —0.14 105 nS. 

13.0 10.7 0.72 114 ns. 

10.5 8.9 1.11 112 n.s. 
0.1 0.1 1 Be BI 102 n.s. 
0.2 1.0 1.47 109 n.5. 
0.3 0.2 6.44 104 <0.001 
3.4 Vs 4.20 112 <0.001 
1.3 4.6 1.42 112 n.s. 
0.2 0.2 2.73 106 <0.01 


“Composite scores calculated azcording to the model presented by P.L. McGahan et al. (unpublished). The measures cover the 30 days betore 


the interview. 
$50 incremental change per unit. 
“Higher scores indicate less severity. 


£ 


used hallucinogens, 12% (N=15) had used ampheta- 
mines, and 7% (N=9) or fewer had used any of a 
number of other illicit drugs (heroin, methadone, other 
opiazes, sedatives, barbiturates, PCP, inhalants, meth- 
aqualone) three or more times a week for at least a 
month. Almost four-fifths (79%, N=96) had received 
no previous treatment for drug use. 

Tke follow-up group resembled the baseline group 
closely in terms of number of therapy sessions re- 
ceived, Over one-third received no therapy sessions 
(i.e., they dropped out of the study after one or two 
pretreatment research interviews) in both the baseline 
groud (47%, N=79) ane the follow-up group (41%, 
N=50). Thirty-three percent of the follow-up group 
(N=40) and 31% of the baseline group (N=52) 
dropped out between the first and fifth therapy ses- 
sions, and 26% of the follow-up group (N=32) and 
22% of the baseline group (N=37) attended six or 
more sessions. The most common reasons given by 
patients in the follow-up interview for dropping out of 
treatment were conflicts with work, family, school, or 
finances (23%, N=28), conflicts within themselves 
about quitting cocaine use (23%, N=28), and wanting 
to quit in their own way or with the help of their 
families (20%, N=24). Cf the 122 persons who were 
interviewed at follow-up, 50% (N=61) sought other 
treatment after their contect with our center. The most 
frequently sought types ož further treatment were res- 
idential treatment (43%, N=52) and Narcotics Anon- 
ymous or Cocaine Anonymous (38%, N=46). Among 
the 61 people who sought treatment elsewhere, only 
30 actually received such treatment. We are uncertain 
about exactly how much treatment they obtained, but 
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no relationship between abstention from cocaine and 
receiving additional treatment was found. 


Cocaine Use 


For many subjects, cocaine use in the follow-up pe- 
riod was episodic and could not be characterized easily 
by the variables used in our quantitative analyses. 
Therefore, it is worthwhile to provide a qualitative 
analysis of cocaine use during follow-up before dis- 
cussing the quantitative findings. Detailed descriptions 
of the ups and downs of cocaine use were obtained in 
response to the open-ended question, “How has your 
drug use been since you were last at [the treatment 
center]?” For some of the subjects who were difficult to 
locate at follow-up, additional information was ob- 
tained through telephone conversations with the sub- 
ject’s families. A sampling of these accounts follows: 


My use got worse, ld be up for 6 days straight, sleep when 
I blacked out, wake up, and start smoking again. This 
went on for 3 months. I stopped for a month, and now it’s 
worse again. 


Before I used often, two to three times a week, with 1- to 
2-day binges. Now I use once or twice a month. I snap out 
of it quick. No more binges. I wouldn’t do it if I weren’t 
exposed to temptation. 


I was not ready for treatment at the time of initial contact. 
My use later got out of control, and I spent all of my 
money. I entered residential treatment about 5 months 
after my initial contact with you. I am still using cocaine, 
but much less frequently now. 


[from wife] Things got worse for a while. His use de- 
pended on the maney he had. When he had less money 
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TABLE 3. Addiction Severity Index Scores Before and After Once-a-Week Psychological Treatment of Cocaine Abusers N=115*) Who At- 
tended Fewer Than Six Sessions and Those Who Attended Six or More Sessions 


Fewer Than Six Sessions (N=83) Six or More Sessions (N=32) 


=e Baseline Follow-Up Baseline Follow-Up ANCOVA‘ 
Addiction Severity H eea a eo a 
Index Measure Mean SD Mean SD Mean SD Mean SD F df 
Drug composite 0.2 0.1 0.1 0.1 0.2 0.1 0.1 0.1 1.72 1, 102 
Days of cocaine use 12.4 9.4 6.4 9.4 9,7 8.7 3.2 5.8 2.15 1, 106 
Days of marijuana use 42 7.6 2.0 4,5 6.1 9.2 2.6 5.9 0.06 1, 106 
Dellars spent on drugs 8.4 6.6 2.6 3.9 8.7 7.2 3.2 5.7 0.55 1, 106 
Days of drug problems 14.0 12.3 8.0 11.4 12.9 11.8 5.0 9.8 1.25 1, 106 
Alcohol composite 0.1 0.1 0.1 0.1 0.1 0.1 0.1 0.1 0.87 1, 106 
Days of alcohol use 1 4.0 2.4 4.0 0.9 2.1 1.0 1.8 2.46 1, 106 
Dollars“ spent on alcohol 1.0 1.3 0.8 0.8 1.7 3.3 0.7 0.5 0.57 1, 106 
Deys of alcohol problems 0.3 2.2 0.8 4.1 1.0 5.4 0.4 1.3 0.19 1, 106 
Medical composite 0.2 0.3 0.1 0.2 0.1 0.3 0.1 0.2 0.45 1, 103 
Dzys of medical problems 27 6.5 23 5.5 3.1 7.9 2.0 4.3 0.46 1, 104 
Employment composite 0.6 0.3 0.6 0.3 0.6 0.3 0.5 0.3 2.30 1, 99 
Days worked? 14.6 11.4 12.1 10.6 14.0 12.9 14.8 TLZ 2.02 1, 106 
Dollars? earned® 12.2 9.1 9.9 8.9 11.1 99 12.3 8.9 2.78 1,104 
Legal composite 0.1 0.2 0.1 0.1 0.1 0.1 0.0 0.1 0.41 1, 97 
Days of criminal activity 0.9 3.7 0.2 1.1 0.1 0.4 0.1 0.7 0.11 1, 104 
Family/social composite 0.4 0.2 0.3 0.2 0.4 0.2 0.2 0.2 3.275 1,97 
Days of problems with family 7.4 9.4 3.4 7.4 7.0 8.2 2.9 6.6 0.08 1, 105 
Days of problems with others 1.6 4.6 1.1 3.8 3.7 9.2 0.8 3.6 0.99 1, 105 
Psycaiatric composite 0.3 0.2 0.2 0.2 0.2 0.2 0.2 0.3 0.13 1,99 


“Seven patients were referred out before treatment and therefore were excluded from this analysis. 
Composite scores calculated according to the model presented by P.L. McGahan et al. (unpublished). The measures cover the 30 days before 


the interview. 


“Conducted on follow-up scores by using pretreatment scores as covariates. 


$50 incremental change per unit. 
(Higher scores indicate less severity. 
p<0.10. 


because he was not working, he used less. While he was 
working he had lots of binges. He went to [Narcotics 
Anonymous] but not regularly. He entered an inpatient 
program a few months ago. He is expected to stay there 
for about a year. 


Use has increased slowly. I would like more treatment. 


[from wife] He had been in [a residential treatment setting] 
for a few months after leaving the therapy center. He had 
stopped using and was doing well. The program was sup- 
posed to send him to another facility in [another state], but 
at the last minute they were unable to do so. He came 
home about 2 months ago and started using crack because 
of his disappointment. Eventually he became abusive to 
me and the children. He refused my suggestion that he seek 
further treatment. Therefore, I asked him to leave the 
home, and he is now living on the streets. 


Although these ups and downs characterized some 
persons, 19% of the group (N=23) had stopped using 
cocaine or crack for 3 or more months at follow-up. A 
conservative measure of abstinence from cocaine use 
was developed by combining self-report of cocaine use 
during an extended period with the results of urine 
testing at the time of follow-up. To qualify as absti- 
nent, the subject had to have a negative urine test result 
and to report no use of cocaine in the prior 3 months 
(ard, as a reliability test, no use of cocaine in the past 
30 days). For the patients who were not able to report 
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to our site for a urine test, the criteria were a self- 
report of no cocaine use in the prio- 6 months and 
confirmation of nonuse by a special follow-up tele- 
phone call to a member of the patien-’s family. Using 
this conservative definition, we found 23 subjects to be 
abstinent and 90 to be abusing, and we could not de- 
termine the status of nine subjects. 


Other Problems 


The baseline and follow-up scores on the Addiction 
Severity Index are shown in table 2 Drug use was 
significantly lower in the follow-up period than it was 
at the time of initial contact. The composite drug score 
was significantly lower in the 30 davs preceding the 
follow-up interview, as were the number of days of 
cocaine use, the number of days of marijuana use, the 
amount spent on drugs, and the number of days of 
drug problems. Psychiatric/psycholog cal problems, as 
indicated by the psychiatric severity score, were also 
significantly less serious at follow-up, and there was 
also a significant decline in family/social problems. 

Although the alcohol composite score, the amount 
spent on alcohol, and the number of days of alcohol 
problems were almost unchanged, the number of days 
of alcohol use in the past 30 days .ncreased signifi- 
cantly between intake and follow-up. Although super- 
ficially this might suggest that drug substitution was 
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TABLE 4. Addiction Severity Index Scores Before and After Once-a-Week Psychosocial Treatment of Cocaine Abusers (N=113*) Who 


Were or Were Not Abstinent at Follow-Up 
Abstinent (N=23) 


Addiction Severity Baseline _—_Follow-Up_ 
Index Measure Mean SD Mean SD 
Drug composite 0.2 0.1 0.0 0 
Days of cocaine use 10.0 8.9 0.0 0. 
Days of marijuana use 5.0 8.6 0.7 2: 
Dollars? spent on drugs 8.1 7.2 0.1 0 
Days of drug problems 16.0 11.8 0.3 1 
Alcohol composite 0.1 0.1 0.1 0. 
Days of alcohol use 0.5 1.2 1.4 3. 
Dollars® spent on alcohol 0.7 0.6 0.6 0. 
Days of alcohol problems 0.8 4.0 0.0 0. 
Medical composite 0.2 0.3 0.1 0. 
Days of medical problems 2.6 5.3 3.2 7. 
Employment composite 0.6 0.4 0.5 0, 
Days worked‘ 13.8 13.1 14.8 11. 
Dollars® earned® 10.0 9.8 12.1 8. 
Legal composite 0.0 0.0 0.0 0. 
Days of criminal activity 0.2 0.8 0.0 0. 
Family/social composite 0.4 0.2 0.1 0. 
Days of problems with family 7.7 8.2 0.5 $ 
Days of problems with others 1.3 35 1.9 6. 
Psychiatric composite 0.3 0.2 0.1 0. 


Status of nine patients could not be determined. 
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Not Abstinent (N=90) 


i 


Baseline Follow-Up ANCOVA‘ 
Mean SD Mean SD . F df p 
0.2 0.1 0.1 0.1 ©3612 1,105 <0.001 
12.2 9.2 7.3 9.1 : 13.32 1,108 <0.001 
5.0 8.2 2.6 5.3 ' 329 1,108 n.s. 
8.9 6.8 3.8 4.8 (11.74 1,107 0.001 
14.2 12.6 9.6 11.8 '15.23 1,108 <0.001 
0.1 0.1 0.1 0.1 | 1.18 1,107 n.a. 
1.3 4.0 22 3.6 : 0.69 1,108 n.s. 
1.4 2.3 0.9 1.1 1.12 1,108 n.s. 
0.5 3.2 0.9 3.9 : 0.92 1,108 n.s. 
0.1 0.2 0.1 0.22 ' 0.02 1,105 n.s. 
2.5 6.7 1.9 4.5 1.45 1,106 ns. 
0.6 0.3 0.6 0.3 ! 3.45 1,99 n.s. 
13.9 11.5 12.0 10.6 : 1.21 1,108 n.s. 
12.0 92 97 89 ‘207 1,106 ns. 
0.1 0.2 0.1 0.1 : 163 1,97 n.s. 
0.8 3.6 0.3 1.1 ` 0.93 1,103 ns. 
0.4 0.2 0.3 0.2 .10.14 1,98 <0.01 
Tr 9.4 4.3 7.9 : 5.73 1,106 <0.05 
2.5 6.9 1.2 40 + 0.70 1,106 ns. 
0.3 0.2 0.2 0.3 ' 4.84 1,100 <0.05 


Composite scores calculated eccording to the model presented by P.L. McGahan et al. (unpublished). The measures cover the 30 days before 


the interview. 


“Conducted on follow-up scores by using pretreatment scores as covariates. : 


$50 incremental change per unit. 
“Higher scores indicate less severity. 


taking place, a more refined examination of the rela- 
tionship between alcohal problems and length of ab- 
stinence from cocaine or crack showed that more of 
the subjects who had alcohol problems at follow-up, 
compared to those who did not, were also using co- 
caine or crack at follow-up (r=—0.22, df=117, p< 
0.01). This suggests that alcohol and cocaine are used 
together or that cocaine use is followed by alcohol 
intake in an attempt to reduce the excitatory effects of 
cocaine; such patterns are consistent with clinical re- 
ports. There were no changes between intake and fol- 
low-up in medical, employment, or legal problems. 


Effect of Treatment 


We found only a suggestion, but no convincing ev- 
idence, that the treatment delivered in this study was 
responsible for the improvements seen. We reached 
this conclusion primarily because the number of ses- 
sions received was not significantly related to the num- 
ber of days of cocaine use or to improvement in other 
scores. When we compared the subjects who had no 
therapy sessions with those who had 13 or more ses- 
sions, the same absence of a relationship between co- 
caine use and number of therapy sessions was found. 
However, nearly significant associations in the data 
suggested that the income increased and the family/ 
social composite score -mproved for those persons 
who had six or more sessions as compared to those 
who had less treatment (table 3}. 
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Relation of Cocaine Use to Other Problems 


As expected, the persons who were abstinent (had 
negative urine test results and reported no use of co- 
caine or crack for 3 or more months before the fol- 
low-up interview) had lower scores on both the drug 
composite index and on various | ‘individual drug items 
than did those who were still using cocaine (see table 
4). This group also showed significantly more im- 
provement in family/social and psychiatric areas than 
was seen among those who continued to use cocaine. 
However, no significant differences were seen between 
abstainers and continuing users in alcohol, medical, 
employment, and legal problems. Thus, there was a 
clear relationship between continuation of cocaine use 
and problems in several important areas of daily life. 


ł 
$ 
H3 
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DISCUSSION l 


This study of 122 persons 6 to 12 months after ini- 
tial treatment contact indicates that cocaine use disor- 
der has a complex course, as does abuse of opiates or 
cigarettes (18). Fewer than 20% of the subjects on 
whom we had follow-up data! had abstained from 
crack or cocaine use for at least 3 months in the fol- 
low-up period. The remaining persons either used it 
continuously after the first treatment contact or 
stopped and started periodically, Many of those who 
continued to use cocaine or crack applied to other 

| 
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treatment centers one or more times. A significant im- 
provement in both psychological functioning (as indi- 
cated by the Addiction Severity Index psychiatric se- 
verity score) and family/social functioning was noted 
for the group as a whole. However, those who were 
not using cocaine at follow-up (19% of the cohort) 
accounted for virtually all of this improvement. This 
suggests that, in many areas associated with problems 
during cocaine use, improvement is directly tied to 
abstinence. 

The close association between cocaine or crack 
use and the psychiatric composite score of the Addic- 
tion Severity Index is noteworthy. It confirms the pre- 
vious finding (19) that use of cocaine produces or ex- 
acerbates symptoms of psychiatric disturbance. The 
subjects who were abstinent at follow-up and those 
who were not had similar scores at initial treatment 
contact, and a dramatic decline in scores was noted 
only among the persons not currently using cocaine; 
the scores of those who continued to use cocaine either 
remained unchanged or actually increased from entry 
to follow-up. 

The finding of no association between number of 
treatment sessions and improved outcome is at vari- 
ance with the results of studies that have shown a re- 
lationship between amount of treatment received and 
outcome after treatment of substance use disorders 
(20). Studies of psychotherapy (21) and family therapy 
(22) for heroin addicts receiving methadone mainte- 
nance treatment have shown treatment effects, but 
both studies offered therapy in addition to methadone, 
drug counseling, supervised urine testing, rules, and 
other structures offered by the treatment program. A 
number of clinicians working with cocaine addicts 
have reported success with a more intensive approach, 
in which group therapy, education, and individual or 
family therapy are delivered to drug-free patients in 
three to five 26-hour sessions per week for the first 
4—8 weeks of outpatient contact (23—25). Less inten- 
sive treatment, as was offered in our study, was re- 
served for follow-up treatment of those who re- 
spended to the initial, more intense phase. The need 
for a more intensive initial phase of treatment is sug- 
gested by the fact that many of the patients who en- 
tered our study later sought residential treatment in 
other settings. 

Future studies could explore the relationship be- 
tween patient characteristics and treatment structure, 
intensity, and outcome for those with cocaine use dis- 
orders. The pharmacotherapies now available for co- 
caine use disorders could be important adjuncts. Such 
therapies may lower the high dropout rate seen here or 
may permit better results with a less intensive psycho- 
logical component. 
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Risk Factors for Needle Sharing Among 
Methadone-Treated Patients 


David Metzger, Ph.D., George Woody, M.D., 
Dominick De Philippis, B.S., A. Thomas McLellan, Ph.D., 
Charles P. O’Brien, M.D., Ph.D., and Jerome J. Platt, Ph.D. 


Objective: This paper examines the sociodemographic and psychiatric characteristics of 
patients taking methadone who continue to share needles. Method: Three hundred twenty- 
three patients were recruited from four methadone programs. Data were collected by using 
questionnaires and interviews. Psychiatric symptoms were measured with the SCL-90, the 
Beck Depression Inventory, and the Addiction Severity Index. Results: Twenty percent of 
these subjects reported sbaring needles within the previous 6 months. Those who shared 
reported greater difficulty in acquiring new needles, more legal difficulties, more severe drug 
problems, and higher levels of psychiatric symptoms. Conclusions: These data suggest that 
patients who continue to share needles are a more disturbed subgroup of the methadone 
maintenance population. Efforts designed to reduce needle sharing may need to be more 
sharply focused on patients who are at greatest risk of infection, and these patients may 


require more intensive psychiatric services. 
(Am J Psychiatry 1991; 148:636-—640) 


he role played by intravenous drug users in the 
spread of AIDS has gained considerable public, 
political, and scientific attention. This is due in large 
part to the growing number of confirmed AIDS cases 
that have been related either directly or indirectly to 
needle sharing. Intravenous drug use is the second 
greatest risk factor among all confirmed AIDS cases in 
the United States, and in some geographic areas it is 
the leading factor (1, 2). Additionally, in 1988 55% of 
the persons who became infected as a result of hetero- 
sexual activity were the sexual partners of intravenous 
drug users, and 70% of all children infected through 
perinatal transmission had mothers who were intrave- 
nous drug users or the sexual partners of intravenous 
users (2). 
Because of the slow progression of AIDS, data on its 
prevalence document the consequences of past needle 
sharing and unprotected sexual contact. Current evi- 
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dence suggests that the time between exposure to the 
virus and the development of AIDS will exceed 7 years 
for the majority of intravenous drug users (3 and pre- 
sentations by F. Aiuti et al. and J.R. Robertson et al. at 
the Sixth International Conference on AIDS, San Fran- 
cisco, June 20—24, 1990). Thus, even the most current 
AIDS case reports reflect high-risk behavior that may 
have occurred many years earlier. 

In contrast to AIDS prevalence reports, studies of 
HIV infection rates provide insight into more recent 
high-risk behavior. In the United States, such studies 
have shown seropositivity ranging from less than 5% 
to over 60%, with considerable variation by regions of 
the country, by cities within regions, by neighborhoods 
within cities, and by involvement in treatment within 
neighborhoods (4-7). 

While information from AIDS and HIV prevalence 
studies is important, such studies are also limited in 
their ability to provide specific information about per- 
sons presently at risk. In this regard, perhaps the most 
important factor contributing to the AIDS epidemic 
among intravenous drug users is their current needle 
sharing. Although it is not unrelated, this current prac- 
tice cannot be determined from AIDS case data or 
studies of HIV infection alone. Even in areas with low 
rates of infection and few confirmed AIDS cases, nee- 
dle sharing can be quite common, providing an oppor- 
tunity for rapid transmission of the virus. Thus, the 
future course of the epidemic among intravenous drug 
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users can be best understood by examining current 
needle-sharing practices. 

This article describes the characteristics of patients 
treated with methadone who share needles. This pa- 
tient population provided an opportunity to study a 
group of intravenous drug users who, by virtue of their 
treatment status, had increased access to AIDS infor- 
mation, drug counseling, methadone, and other related 
resources. By studying needle sharing within this con- 
text, we hoped to identify the individual characteristics 
associated with continued needle sharing. In particular 
we were interested in determining whether this high- 
risk behavior is related to knowledge of how the virus 
is transmitted, to fear of contracting AIDS, or to other 
demographic, social, or psychological characteristics. 


METHOD 


The data were collected from 323 subjects partici- 
pating in an ongoing study of the effectiveness of meth- 
adone treatment. All subjects were volunteers selected 
through extensive recruitment activities in four outpa- 
tient methadone treatment programs located in Phila- 
delphia and New Jersey. The mean+SD age of the 
group was 38+7.2 years; 70% (N=227) were male. 
Whites and blacks were equally represented, with each 
accounting for 47% (N=153) of the total; Hispanics 
accounted for the remainder of the sample (5%, 
N=17). Self-reported drug use during the previous 
month was common. Forty percent (N=124) of those 
responding to this question reported using heroin at 
least once, 47% (N=150) reported using cocaine, and 
51% (N=163) reported benzodiazepine use, primarily 
unprescribed. These figures reflect a significantly lower 
rate cf drug use than that found among a comparable 
group of opiate addicts not in treatment (presentation 
by D.S. Metzger et al. at the Sixth International Con- 
ference on AIDS, San Francisco, June 20-24, 1990). 

The study group represented approximately 35% of 
the average daily census of the methadone programs. 
Two procedures were implemented to assess the rep- 
resentativeness of the sample. After the subjects were 
enrolled in the study, their characteristics were exam- 
ined by the staff from each of the participating pro- 
grams. These reviews identified no obvious sampling 
bias. Statistical analyses of the characteristics of the 
sample and the available characteristics of all patients 
admitted to methadone treatment in the city of Phila- 
delphia during the study’s recruitment phase were also 
performed. These analyses found no differences in gen- 
der, race, high school graduation rate, or employment 
status. Thus, given the relatively large sample size, the 
multisite recruitment strategy, the staff reviews, and 
the statistical comparisons, we have confidence that 
the sample adequately represented the patient popula- 
tion from which it was drawn. 

- After they had given informed consent, the subjects 
were divided into groups of six to 10 and asked to 
fill out comprehensive risk assessment questionnaires. 
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These data collection sessions were closely supervised 
by research staff members who were present to answer 
questions, assist those with reading difficulty, and 
screen questionnaires for missing data. The question- 
naire assessed demographic information, treatment 
history, knowledge of ways in which AIDS is transmit- 
ted, drug use patterns, arrests and illegal activities, nee- 
dle use, and fear of infection. Current psychological 
symptoms were measured with the SCL-S0 (8) and the 
Beck Depression Inventory (9). Forty percent (N=128) 
of the 323 subjects were randomly selected and invited 
to participate in a personal interview that included the 
Addiction Severity Index (10), a structured interview 
which assesses the need for treatment in seven problem 


' areas: medical, family/social, legal, emplcyment, drug, 


alcohol, and psychiatric. 

We examined variables from these mezsures as they 
relate to the high-risk practice of needle sharing. All 
analyses were conducted with the Statis-ical Package 
for the Social Sciences (11). It is importan to note that 
these analyses were exploratory and wer: intended to 
generate specific hypotheses to be tested in prospective 
studies, which are currently underway. 


RESULTS 


Respondents were classified into three risk groups 
on the basis of their reported needle use during the 
preceding 6 months, Of the 323 subjects, 38% (N= 
123) reported that they had not injectec drugs, 42% 
(N=135) indicated that they had injecred drugs but 
had not shared needles, and 20% (N=65) reported 
that they had injected drugs.and shared rzedles at least 
once. These overall rates were compared across pro- 
grams, and although rates of sharing varied from a low 
of 15% toa high of 26%, the interprogram differences 
were not significant (y*=3.67, df=6, n.s.). 

The three risk groups differed significantly only in 
race (x*=13.62, df=4, p<0.05). Needle sharing was 
reported at a higher rate among whites (25%, N=38) 
and Hispanics (35%, N=6) than among blacks (14%, 
N=21). These three needle-sharing groups were equiv- 
alent on all other demographic variables. No differ- 
ences in age or level of education were found. In all 
three risk groups about 70% of the subjects were un- 
employed. A somewhat higher proportion of men 
(21%, N=48) than women (18%, N=17) reported 
sharing needles, but this difference was not significant. 

Respondents were asked to indicate the frequency of 
their use of heroin, cocaine, amphetamines, benzodi- 
azepines (diazepam and alprazolam), marijuana, and 
alcohol during the month preceding assessment. Since 
the rate of use of the drugs commonly administered by 
injection in this population (heroin and cocaine) was 
quite low among those not injecting, tests of signif- 
cance were performed in which only th2 two needle- 
using groups were compared. No significant differ- 
ences in the frequency of use of any drugs except 
benzodiazepines were identified (table 1. The needle- 
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NEEDLE SHARING DURING METHADONE TREATMENT 


TABLE 1. Frequency of Drug Use During the Preceding Month by 
Needle-Using Subjects Wha Shared or Did Not Share Needles 


Subjects Subjects 
Not Shar- Sharing 

Drug and Frequency ing Neede Neales. x? 
of Use N % Y % (df=3) 
Heroin 1.24 

Daily 4 29 2 33 

A few times a week 21 15.4 9 14.8 

A few times a month 54 39.7 29 47.5 

Not at all 57 41.9 21 34.4 
Cocaine 0.83 

Daily 12 8.9 6 9.7 

A few times a week 26 19.3 15 24.2 

A few times a month 49 36.3 22 35.5 

Not at all 48 35.6 19 30.6 
Benzodiazepines 11.16° 

Daily 14 10.2 16 25.4 

A few times a week 15 10.9 11 173 

A few times a month 39 28.5 15 23.8 

Not at all 69 50.4 21 33.3 
Marijuana 1.64 

Daily 4 2.9 2 3.2 

A few times a week 10 3 4 6.3 

A few times a month 30 21.9 19 30.2 

Not at all 53 67.9 38 60.3 
Alcohol 2.30 

Daily 8 5.8 6 gS 

A few times a week 17 12.4 10 15.9 

A few times a month 39 28.5 20 31.7 

Not at all 73 $3.3 27 42.9 


aTotal N for each drug varizd from 135 to 137. 
Total N for each drug varizd from 61 to 63. 
“With the Bonferroni method, p<0.05. 


sharing group reported significantly higher rates of 
benzodiazepine use. Forty-three percent (N=27) of the 
needle-sharing group reported use of diazepam and 
alprazolam a few times a week or every day, more than 
twice the rate reported by those not sharing needles. 

Subjects were also asked about their access to new 
needles. Interestingly, the degree of difficulty in acquir- 
ing new needles differed significantly (y7=21.54, df= 
2, p<0.001) among the three risk groups. Overall, 
19% (N=38) of the 199 subjects who had injected 
drugs and who answered this question indicated that it 
was difficult to get new needles. Of the 135 who had 
injected but not shared, only 10% (N=14) found it 
difficult to get new needles. The rate was nearly four 
times greater (38%, N=24) for the 63 respondents 
who had injected and shared. 

There were no differences in the length of time that 
the three risk groups had been in their current treat- 
ment programs (33 months). The groups did not differ 
with regard to number of past entries into treatment 
or current methadone dosage. Overall, the mean+SD 
daily methadone dose was 44420 mg. 

Members of the three risk groups were compared on 
their knowledge of effective ways to prevent HIV trans- 
mission. Consistent with previous findings, knowledge 
of preventive measures was widespread and did not 
differ significantly among the risk groups. The most 
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TABLE 2. Psychiatric Symptom Scores of 323 Drug-Using Sub- 
jects Divided According to Their Method of Drug Intake 


Score 

Subjects Subjects 

Not ' Not Subjects 

Injecting Sharing Sharing 

Drugs Needles Needles F (df= 
Measure (N=123) (N=135) (N=65) 2,308) 
Beck Depression Inven- 
tory 13.15 1442 20.03 8.96% 
SCL-90 scale | 
Somatization 0.7987 0.7635 1.2800 9.06" 
Obsessive-compulsive 0.8099 0.7915 1.4525 13.82° 
Interpersonal sensi- 

tivity 0.6706 ` 0.6981 1.2951 14.04> 
Depression 0.9107 | 0.9872 1.7285 17.99% 
Anxiety 0.6655 0.6572 1.3425 16.60° 
Hostility 0.6487 0.6593 1.4483 20.43° 
Phobic anxiety 0.3855 | 0.4119 0.6978 3.83 
Paranoid ideation 0.6883 0.7206 1.4000 16.18° 
Psychoticism 0.4879 0.4508 0.9360 11.18° 
General symptom 
inventory 0.6350 : 0.6928 1.2608 15.13” 

adf=2, 313. 


Score of needle-sharing subjects significantly higher than scores of 
the other two groups, p<0.01 with the Bonferroni method. 


frequently cited methods were “don’t share needles or 
inject” (88%) and “use condoms” (68%). 

Subjects were asked to indicate how worried they 
were 1) about getting AIDS and 2) that they had al- 
ready been exposed to the AIDS virus. There was no 
significant difference among the three risk groups in 
the degree of fear of contracting AIDS. Sixty-nine per- 
cent (N=45) of the needle-sharing group, 57% (N= 
70) of the noninjecting group, and 56% (N=76) of the 
injecting group were at least moderately concerned 
about becoming infected. The; three groups were also 
compared regarding their fear that they might already 
have been exposed to HIV; significantly more concern 
was expressed among respondents to this question in 
the needle-sharing group (57%, N=35) than in the 
no-injection group (32%, N=38) and the no-sharing 
group (31%, N=42) (y7=23.28, df=8, p<0.01). 

During the 6 months preceding our assessment, the 
needle-sharing group had been arrested significantly 
more often (F=3.6, df=2,317, p<0.05) than the 
other two groups. Considering all charges, the aver- 
age number of arrests per group was 0.13 for those 
who had not injected drugs, 0.18 for those who had 
injected drugs but not shared needles, and 0.35 for 
those who had shared needles. Despite this difference 
in arrest rates, subjects in the three groups did not 
differ with regard to the amount of time they had been 
incarcerated. 

Psychological symptoms were significantly associ- 
ated with needle sharing (table 2). The differences in 
Beck Depression Inventory scores not only were statis- 
tically significant but also represented clinically impor- 
tant differences. Similarly, significant differences in 
scores on each of the subscales of the SCL-90 were 
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TABLE 3. Composite Scores From the Addiction Severity Index of 
128 Drug-Using Subjects Divided According to Their Method of 
Drug Intake 


Score 
Subjects Subjects 
Not Not Subjects 
Injecting Sharing Sharing 
Drugs Needles Needles F (df= 
Problem (N=48) (N=58) (N=22) 2, 125) 
Medical 0.36 0.29 0.43 0.29 
Employment 0.73 0.79 0.73 0.79 
Alcohol 0.09 0.12 0.07 0.32 
Drug 0.18 0.28 0.34 14.05% 
Legal 0.04 0.09 0.18 4.23 
Family/social 0.16 0.23 0.34 4.24 
Psychiatric 0.21 0.25 0.45 9,547 


“Score of needle-sharing subjects significantly higher than scores of 
the other two groups, p<0.05 with the Bonferroni method. 


found (table 2), again indicating significantly higher 
symptom levels in the group that shared needles. The 
other two groups (noninjectors and nonsharing injec- 
tors) did not differ significantly. In order to make cor- 
rections for the use of repeated univariate tests of sig- 
nificance, critical values for significance were adjusted 
by using the Bonferroni method (12). Even with this 
more stringent criterion of significance, scores on all 
but the phobic anxiety subscale were found to be sig- 
nificantly higher for the needle-sharing group than for 
the other two groups. 

As can be seen in table 3, the data produced by the 
Addiction Severity Index were quite similar to those 
obtained from the questionnaire. The needle-sharing 
group had higher composite scores on the legal and 
family/social sections. They also had higher composite 
drug scores, reflecting a higher frequency of drug use, 
use of multiple substances, and higher severity ratings 
of problems associated with drug use. The composite 
scores on psychiatric problems were consistent with 
those on the SCL-90 and the Beck inventory: the Ad- 
diction Severity Index identified higher levels of psy- 
chiatric disturbance among the needle-sharing group. 
Composite scores for employment, alcohol, and med- 
ical problems did not differ among the three risk 
groups. When levels of significance for results of these 
tests were adjusted with the Bonferroni method, the 
group differences in the composite scores for the legal 
and family/social sections of the Addiction Severity In- 
dex were no longer significant, while the drug and psy- 
chiatric scores remained significantly different. 


DISCUSSION 


The question we asked in these preliminary analyses 
was, Which methadone patients continue to share nee- 
dles in the midst of the AIDS epidemic? The answers 
that emerged identified characteristics associated with 
recent needle sharing that may be important for un- 
derstanding continued high-risk behavior. These char- 
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acteristics included more arrests and legal difficulties, 
more severe drug problems, higher levels of psychiatric 
symptoms, and greater difficulty in cbtaining new 
needles. All but the last of these characteristics are 
similar to those of patients classified in earlier studies 
as having severe psychiatric problems (13—15). When 
considered together, these characteristics describe a 
group of patients that may require more aggressive 
interventions than are generally available in metha- 
done programs. 

Contrary to our expectations, fear of AIDS was not 
associated with safer injection practices. Thus, our 
findings do not support the notion that reductions in 
needle sharing can be achieved by increasing the fear 
of infection, at least among this metLadone-treated 
group. Perhaps most important, knowledge of meth- 
ods of self-protection from infection was also not 
found to relate to needle sharing. As reported by others 
(16-18 and presentations by J.K. Watters and by J. 
Jackson and L. Rotkiewicz at the Third International 
Conference on AIDS, Washington, D.C., June 1987), 
such knowledge was nearly universal among the study 
group. Thus, for many of these subjects, awareness of 
risk coupled with knowledge about meens of avoiding 
infection was not sufficient to eliminate needle sharing. 

The relationship between restricted access to new 
needles and needle sharing is also noteworthy. Only a 
small part of this sample (12%, N=38) reported dif- 
ficulty in obtaining new needles, yet among those who 
did, needle sharing occurred at a significantly higher 
rate. This finding supports the proposition that greater 
access to new needles might help reduce sharing 
among a small but potentially importamt group of in- 
travenous drug users. 

The association between psychological distress and 
recent needle sharing is particularly important. The 
SCL-90, the Beck inventory, and the Addiction Sever- 
ity Index each indicated that the sub ects who had 
shared needles within the preceding 6 months had sig- 
nificantly more psychiatric symptoms tian those who 
had not shared. Regardless of the direction of the 
causal relationship between psychological distress and 
AIDS risk behavior, the strength of their association 
suggests that psychological tactors need to be ad- 
dressed in working with this high-risk population. Re- 
duction of psychiatric symptoms may play an effective 
role in changing high-risk bekavior. 

The finding that patients with psychiatric symptoms 
were more likely to share needles is noz surprising. In 
the past, higher levels of depression and anxiety have 
been associated with poor treatment outcome and re- 
lapse (13, 19, 20). Our data may mezely reflect the 
limited ability of methedone treatmert programs to 
have an impact on individuals with higher levels of 
psychological disturbance. However, with the excep- 
tion of benzodiazepine use, treatment failure as meas- 
ured by continued drug use was not related to needle 
sharing. Of course, high levels of psychiatric symptoms 
may also reflect the AIDS disease process itself. It is 
possible that the needle-sharing group included a 
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higher proportion of individuals who were currently 
infected with HIV. Given the potential neurotropic ef- 
fects of HIV, the higher level of psychiatric symptoms 
may have been indicative of early HIV infection. Our 
studies were not able to include serological or neuro- 
psychological testing, but such assessments are neces- 
sary to address this question adequately, and they are 
currently underway. 

These data suggest that in the midst of the AIDS 
epidemic, it is not sufficient for methadone programs 
simply to identify continued drug use. Increased mon- 
itoring of needle sharing and other high-risk behavior 
is demanded. Program staff members must be trained 
to discuss use of needles, methods of injection, and 
cleaning of injection equipment as an extension of 
their current response to identified drug use. This may 
pose a dilemma for some treatment personnel who feel 
that open discussion of these issues is an endorsement 
of drug use. However, we feel that such discussions 
are an essential component of drug counseling and 
may, in fact, provide further opportunities for effective 
interventions. 

In this regard it must be noted that our subjects may 
have felt comfortable reporting needle sharing to the 
research staff because of the protection of confidenti- 
ality afforded by the research protocol. It is not clear 
whether patients will be equally open in discussing 
needle use with treatment staff members. The ability to 
discuss and change needle sharing and other high-risk 
behavior is probably a function of the counselor-pa- 
tient relationship and program policies. The impor- 
tance of this issue demands that programs develop and 
encourage counseling skills that will allow all high-risk 
behavior to be openly discussed. Program policies that 
will allow staff members to explore these areas without 
mandated punitive sanctions are also needed. 

As we have demonstrated, elevated levels of psychi- 
atric symptoms are associated with continued needle 
sharing among drug atuse patients in treatment. The 
higher level of symptoms may be the result of high-risk 
behavior, or it may be the force behind the high-risk 
behavior. In either case, our findings suggest that it 
may be possible to identify methadone-treated patients 
who are at relatively greater risk for HIV infection. 
Our findings also suggest that the behavior of patients 
who continue to share needles may be particularly in- 
tractable and will most likely require the establishment 
of additional psychiatric services within treatment pro- 
grams. Involvement in methadone treatment is an im- 
portant first step in AIDS risk reduction, but it may not 
be sufficient for the more disturbed and perhaps anti- 
social subgroups. Methadone programs will probably 
need to expand and intensify services in order to ad- 
dress the needs of those patients who continue to be 
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most at risk for becoming infected and for spreading 
the infection to others. 
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Implications of Self-Reported Cognitive and Motor 
Dysfunction in HIV-Positive Patients 


Jean W. Wilkins, Ph.D., Kevin R. Robertson, Ph.D., Clyde R. Snyder, M.D., 
Wendy K. Robertson, M.A., Charles van der Horst, M.D., and Colin D. Hall, M.B., Ch.B. 


Objective: The authors examined HIV-positive subjects to determine the relationship of 
patient complaints of cognitive and motor dysfunction to psychiatric status and performance 
on established cognitive and motor function tests. Method: HIV-positive volunteers (N=77) 
were evaluated at entry into a longitudinal neurological study. Forty were asymptomatic, 29 
had AIDS-related complex, and eight had AIDS. The subjects were not selected for the 
presence or absence of cognitive or motor complaints. Complaints of cognitive and motor 
dysfunction were assessed with items from the AIDS Clinical Trials Group Macro Neuro- 
logic Exam. Current depression and anxiety were assessed with the Profile of Mood States. 
Psychiatric status was assessed with the NIMH Diagnostic Interview Schedule, a structured 
interview that provides DSM-III psychiatric diagnoses. Actual cognitive and motor perfor- 
mance was measured with standard neuropsychological tests known to be sensitive to the 
effects of HIV. Results: Cognitive complaints were found in 38 (49%) of the subjects. Trese 
complaints were associated with psychiatric symptoms but not with cognitive performance. 
Motor complaints, found in 12 (16%) of the subjects, were associated with poorer motor 
performance but not with psychiatric symptoms. The overall frequency of psychiatric diag- 
nosis was high. Conclusions: Self-reports of cognitive and motor dysfunction were common 
in this unselected group and are of concern to health care providers. Potentially treatable 
psychiatric conditions were also common, particularly in subjects with cognitive complaints, 
and appropriate treatment referrals are indicated. Patients who report motor dysfunction 


should be neurologically evaluated for treatable causes. 


(Am J Psychiatry 1991; 148:641-643) 


| t is now well established that HIV can cause demen- 
tia in the later stages of the disease process, even in 
the absence of opportunistic infections. This syn- 
drome, which has been called the AIDS dementia com- 
plex, is characterized by slow mental processing, for- 
getfulness, apathy, gait instability, and slow motor 
functioning (1). The prevalence of mild cognitive im- 
pairment in the early stages of the disease is still con- 
troversial (2). 
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The conventional wisdom about other dementias is 
that many patients whe repart memory loss are de- 
pressed but not demented and that many truly de- 
mented patients do not complain of memory loss (3, 
4). We investigated the relationship between patient 
complaints, psychiatric status, and measured ccgnitive 
and motor performance in a group of HIV-positive 
patients. 


METHOD 


The subjects were 77 HIV-positive volunteers eval- 
uated at entry into a longitudinal neurological study. 
Our recruitment sources were clinics for infectious dis- 
eases and hemophilia, statewide HIV support groups, 
newspaper articles, and word of mouth. The subjects 
were not selected for the presence or absence of cog- 
nitive or motor complaints. Their risk factors for HIV 
were homosexual contact (N=59), exposure to blood 
products (N=7), heterosexual contact (N=3), intrave- 
nous drug use (N=1), and combinations of these risk 
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factors (N=7). Most subjects were male (N=71) and 
white (N=60). The group’s characteristics were simi- 
lar to national AIDS statistics except for underrepre- 
sentation of intravenous drug users and nonwhites (5). 
The meantSD age was 33.5+8.3, and the average ed- 
ucational level was 13.4+3.3 years. Forty (52%) of the 
subjects were asymptomatic (CDC stage II or III), 29 
(38%) had AIDS-related complex (ARC) (CDC stage 
IVa), and eight (10%) had AIDS (CDC stage IVb, IVc, 
or IVd). The subjects were carefully evaluated for fac- 
tors other than HIV that can negatively affect neuro- 
psychological performance, i.e., preexisting develop- 
mental, neurologic, and psychiatric diagnoses, past 
and current substance abuse, and limited formal edu- 
cation (6). 

Patient complaints of cognitive dysfunction were as- 
sessed with the four “cognitive function/elicited com- 
plaints” items from the AIDS Clinical Trials Group 
Macro Neurologic Exam, developed by R. Price and J. 
Sidtis (NIH protocol ATEU 005). Each patient was 
asked about his or her perception of problems related 
to concentration and speed of thought, reading or 
watching television, memory, and speech. On the basis 
of the patient’s self-report, each of the four items was 
rated by the interviewer on a 5-point scale ranging 
from normal (score=0) to severe impairment (score= 
4). All items include specific criteria for each point on 
the scale. For example, the memory complaints range 
from “mildly more forgetful than usual, will occasion- 
ally miss appointments” (rated as 1) to “persistently 
disoriented to time, frequently to place or person” 
(rated as 4), The scores for the four cognitive function/ 
elicited complaints items were summed for each sub- 
ject to yield an overall measure of self-reported cogni- 
tive dysfunction. Motor complaints were similarly 
assessed with four interview items related to gait, arm 
coordination, involuntary movement, and bladder 
incontinence. 

Although the elicited complaints items cover a lim- 
ited number of symptoms, they have been specifically 
chosen to address important features of the AIDS de- 
mentia complex (1). An item was not rated if its eval- 
uation was precluded by extraneous factors, such as 
orthopedic disease. Each interview and rating was 
completed by a neurologist (C.R.S. or C.D.H.) who 
was blind to the patient’s neuropsychological and psy- 
chiatric test scores. 

Current levels of depression and anxiety were as- 
sessed with the depression/dejection and tension/anxi- 
ety scales of the Profile of Mood States (POMS) (7). 
The POMS is a paper-and-pencil self-report measure; 
for each item the patient indicates on a 5-point scale 
the extent to which an adjective describes feelings ex- 
perienced during the past week. The scores for the 
items are summed to yield an overall score for each 
measure, and higher scores indicate greater distress. 

Each patient was administered the NIMH Diagnos- 
tic Interview Schedule (DIS) (8), a structured 60—90- 
minute interview that provides lifetime and current 
psychiatric diagnoses based on DSM-III criteria. The 
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subjects were classified dichotomously for the presence 
or absence of the following psychiatric diagnoses within 
the past 6 months: schizophrenia, bipolar disorder, ma- 
jor depression, posttraumatic stress disorder, generalized 
anxiety disorder, panic disorder, and alcohol or drug 


abuse or dependence. 


Actual cognitive and motor performance was meas- 
ured with a battery of standard neuropsychological 
tests (4). The cognitive tests included measures requir- 
ing rapid visual-motor integration and alternation be- 
tween stimulus sets (WAIS-R Digit Symbol, Trail Mak- 
ing Test), which have been found to be sensitive to the 
effects of HIV (1). Additional cognitive tests were meas- 
ures of confrontational naming (Boston Naming Test) 
and memory (Rey Auditory Verbal Learning Test; Rey 
Complex Figure delayed recall; Wechsler Memory 
Scale logical memory and visual reproduction, Russell 
procedure). Motor functioning was assessed with 
timed tests of gross and fine motor speed that are sen- 
sitive to the motor effects of HIV (Timed Gait, Lafay- 
ette Grooved Pegboard, Finger Tapping) (1). 

The subjects were classified dichotomously for the 
presence or absence of cognitive impairment relative to 
published norms. Subjects were classified as cogni- 
tively impaired if their scores fell below the cutoffs on 
two or more of 10 cognitive measures. The 10th per- 
centile was used as the cutoff for the WAIS-R Digit 
Symbol, Trail Making Test parts A and B, Boston 
Naming Test, Rey Auditory Verbal Learning Test five- 
trial average, Rey Complex Figure delayed recall, and 
Wechsler Memory Scale logical memory immediate 
and delayed recall. A Russell rating of 3 or worse was 
the criterion for the Wechsler Memory Scale visual 
reproduction immediate and delayed recall. The sub- 
jects were also classified dichotomously for the pres- 
ence or absence of motor impairment relative to pub- 
lished norms. They were classified as impaired if their 
scores fell below/above the following cutoffs on one or 
more of five motor measures: more than 12.5 seconds 
for Timed Gait, below the 10th percentile for the La- 
fayette Grooved Pegboard test for dominant and non- 
dominant hands, and a Russell rating of 3 or worse for 
Finger Tapping for dominant and nondominant hands. 
Two subjects with preexisting severe ambulatory prob- 
lems due to hemophilia were not classified as having 
motor impairment because their only low motor score 
was on Timed Gait. Additional information on the 
published norms used is available on request. 

Pearson product moment correlations were com- 
puted for continuous variables. Chi-square analyses 
were used for categorical variables. 


RESULTS 


Of the 77 subjects, 38 (49%) reported some decline 
from baseline cognitive functioning and 12 (16%) re- 
ported a decline from baseline motor functioning. 
There was little correlation between the patients’ self- 
reports of cognitive dysfunction and their performance 
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on the neuropsychological tests. Only the Digit Symbol 
score was significantly correlated with complaints of 
cognitive impairment (r=—0.27, df=76, p=0.02). 
However, there were significant correlations between 
these self-reports and levels of depression (r=0.46, 
df=67, p=0.0001) and anxiety (r=0.49, df=67, 
p=0.0001). Partial correlations with education did not 
substantially change these findings. 

The patients with cognitive complaints did not have 
a significantly higher prevalence of cognitive impair- 
ment, according to neuropsychological testing, than 
those without such complaints (y*=1.60, df=1, p> 
0.05). They did, however, have a significantly higher 
prevalence of psychiatric disorders within the past 6 
months (x7=6.01, df=1, p=0.01). 

In contrast, there were significant correlations be- 
tween self-reported motor impairment and lower per- 
formance on four of the five measures of gross and fine 
motor function (Timed Gait: r=0.53, df=67, p= 
0.0001; Grooved Pegboard dominant hand: r=0.56, 
df=76, p=0.0001; Grooved Pegboard nondominant 
hand: r=0.43, df=74, p=0.0001; Finger Tapping dom- 
inant hand: r=—0.21, df=75, p>0.05; Finger Tapping 
nondominant hand: r=—0.25, df=73, p=0.03). There 
were nonsignificant correlations between these self-re- 
ports and levels of depression and anxiety. Partial cor- 
relations with education weakened but did not elimi- 
nate the significant correlations between complaints 
- and poorer motor performance, suggesting that more 
educated subjects are more accurate self-observers. 

Furthermore, significantly more patients with motor 
complaints, compared to patients without them, were 
classified as having motor impairment on the basis 
of neuropsychological testing (y*=4.89, df=1, p= 
0.03). There was no significant ieference i in the prev- 
alence of psychiatric disorders in the past 6 months 
(y2=3.15, df=1, p>0.05). 

The frequency of psychiatric diagnosis in these un- 
selected subjects was striking. Of the 38 subjects with 
cognitive complaints, 31 (82%) met the DSM-III cri- 
teria for one or more of the following psychiatric di- 
agnoses in the past 6 months: major depression (N= 
20), posttraumatic stress disorder (N=7), bipolar or 
atypical bipolar disorder (N=4), schizophrenia (N= 
3), alcohol abuse or dependence (N=3), drug abuse or 
dependence (N=3), generalized anxiety disorder (N= 
3), and panic disorder (N=3). It should be noted that 
psychiatric symptoms in this group were not always 
manifested as cognitive concerns. Of the 39 subjects 
without cognitive complaints, 23 (59%) also met the 
criteria for psychiatric disorders in the past 6 months: 
major depression (N=18), alcohol abuse or depen- 
dence (N=4), posttraumatic stress disorder (N=3), 
generalized anxiety disorder (N=2), and panic disor- 
der (N=1). 


The rates of cognitive impairment according to for- 
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mal neuropsychological testing were 30% fcr the 
asymptomatic patients, 34% for the zatients with 
ARC, and 75% for the patients with AIDS. The rates 
of motor impairment were 23%, 28%, znd 88%, re- 
spectively. However, these impairments were net nec- 
essarily all attributable tc HIV. We have written else- 
where (6) about the marked prevalence of such 
confounding factors as preexisting neurvlogic, devel- 
opmental, and psychiatric diagnoses in cur unselected 
subjects and the importance of considering them be- 
fore attributing low test scores to HIV. 


DISCUSSION 


Complaints of cognitive and motor dysfunction 
were common in this unselected group of HIV-positive 
volunteers. Such complaints are of concern to health 
care providers who must recommenc appropriate 
treatments. It is important to rule out treatable oppor- 
tunistic infections, and primary neurolcgical compli- 
cations may respond to zidovudine (9°. Our results 
demonstrate that there is also a striking frequency of 
potentially treatable psychiatric conditons in HIV- 
positive individuals, particularly those wh complaints 
of cognitive dysfunction. Appropriate referrals for treat- 
ment should be provided. Our findings do not, of course, 
indicate that patients who report cognitive dysfunction 
never have cognitive deficits. Motor complaints were 
associated with poorer motor performance, ard pa- 
tients who report motor dysfunction shculd be neuro- 
logically evaluated for treatable causes. 
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Expenditures for Psychotropic Medications 
in the United States in 1985 


Joseph J. Zorc, B.A., David B. Larson, M.D., M.S.P.H., John S. i Ph.D., 
and Robert S. Beardsley, Ph.D. 


Objective: Psychotropic medications have seldom been included in estimates of the costs 
of mental health services. In the infrequent case that these costs have been assessed, they have 
been estimated by using national surveys of consumers of health services. The objective of 
this study was to estimate the costs of prescriptions for psychotropic medications in the 
United States in 1985 and to assess the difference with the most recent cost estimate from a 
health services survey (1977). Method: Study data were based on retail costs of psychotropic 
medications reported to the Pharmaceutical Data Service Alpha National Prescription and 
Sales Audit. The data come from a computerized survey panel of 2,250 pharmacies repre- 
sentative of the more than 14,000 pharmacies nationwide. The database includes all medi- 
cation prescriptions filled, whether paid with cash or Medicaid or reimbursed by third-party 
payment. Analyses were limited to psychotropic medication prescriptions. Results: In 1985, 
$1.45 billion was spent on outpatient psychotropic medications. Nearly $868 million (60% 
of the total) was spent on antianxiety and sedative-hypnotic medications, while approxt- 
mately $263 million (18%) was spent on antipsychotic medications, $240 million (17%) on 
antidepressants, and $84 million (5%) on combination psychotropic medications. These 
expenditures were much higher than would have been expected given the most recent health 
services estimate of $513 million. Conclusions: These results demonstrate the substantial 
cost of psychotropic medications in 1985. The finding that the cost of psychotropic medi- 
cations was so high, in contrast to the lower estimate from the 1977 survey, demonstrates the 
importance of obtaining more frequent cost estimates and basing future estimates on med- 


ication databases. 
(Am J Psychiatry 1991; 148:644-647) 


sychotropic drugs are widely used in the United 

States. In a community-based study conducted in 
1979 (1), 17% of respondents reported using a psy- 
chotropic medication during the previous year. A 
1980-1981 survey of physician prescriptions in out- 
patient settings (2, 3) estimated a total of 56.8 million 
physician visits in which a psychotropic drug was pre- 
scribed. The majority of psychotropic prescriptions 
were by primary care physicians (66.0%), with psychi- 
atrists prescribing only 17.2% and other medical spe- 
cialists the remaining 16.8%. These findings were rep- 
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licated with the 1985 National Ambulatory Medical 
Care Survey (3, 4). 

Psychotropic medications are common therapies 
within both mental health and general health care. Al- 
though significant costs are thought to accompany the 
prescribing of psychotropic drugs, little information 
exists on total national expenditures for these medica- 
tions. Baum et al. (5) used prescription patterns to 
estimate that psychotropic medications were the third 
most frequently prescribed class of drugs, representing 
about 9% of all prescriptions in 1984. These authors 
did not, however, convert their prescription data into 
cost estimates. 

The importance of S estimating expendi- 
tures on psychotropic medications is increased by a 
number of factors. Currently, regulations for psycho- 
tropic drugs are being considered and implemented to 
contain inappropriate use of psychotropic drugs and 
perceived excess expenditures. (6). Efforts to finance 
medical management of mental disorders (7) could 
benefit from accurate cost estimates. In addition, the 
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effects of new, expensive drugs such as clozapine (8, 9) 
cannot be accurately assessed without baseline esti- 
mates. Accurate estimates of the national cost of psy- 
chotropic medications are required both by policy 
makers and by mental health service researchers. 

The only previous source of data concerning na- 
tional expenditures for psychotropic medications that 
were not limited to individuals with psychiatric diag- 
noses has been the 1977 National Medical Care Expen- 
ditures Survey, which was based on a random selection 
of households in the civilian, noninstitutionalized U.S. 
population. Cafferata and Kasper (10) completed a 
study of psychotropic medications that was based on 
data from the 1977 survey and reported findings very 
similar to those of the study by Baum and colleagues 
(5), with 9.2% of the 900 million prescriptions in 1977 
for psychotropic medications. 

Unlike Baum et al. (5), Cafferata and Kasper (10) 
took their analyses one step further, calculating that 
$513 million was spent on psychotropics in 1977. This 
estimate was recognized for its importance and was 
later referenced and used by Frank and Kamlet (11) in 
estimating mental health care costs and expenditures 
in the United States in 1985. 

Although the 1977 study provided one of the few 
estimates of the cost of psychotropic medications, it 
has several limitations beyond being, at last publica- 
tion, more than a decade out of date. First, psychotro- 
pic services and costs were a secondary feature of that 
survey. In addition, the collection of data relied upon 
the recollection of respondents and their ability or will- 
ingness to report accurate information. 

Researchers have demonstrated that reservations 
about psychotropic drug treatment are common among 
the general public (12). Respondents may have been re- 
luctant to report medications obtained through nonmed- 
ical cnannels, e.g., those borrowed from a friend or rel- 
ative, which were reported to constitute a small but 
significant proportion—3.1%—of all psychotropic med- 
ications used in the United States in 1979 (1). 

More direct sources of data on expenditures for psy- 
chotropic medications are the commercial databases 
used for pharmaceutical marketing research. Two 
prominent pharmaceutical databases are the National 
Prescription Audit, maintained by IMS America Ltd., 
and the Alpha National Prescription and Sales Audit, 
maintained by Pharmaceutical Data Services, Inc. 
These databases provide analytic potential for more 
accurate estimates of psychotropic drug use in the 
United States. (Readers who wish further information 
should contact Michael I. Smith, Ph.D., Pharmaceuti- 
cal Data Services, Inc., 9060 East Via Linda, Scotts- 
dale, AZ 85258-5499.) Baum et al. (5) analyzed 1984 
data from IMS America to find a total of 131 million 
prescriptions for psychotropic medications that can be 
grouped into four different classes: minor tranquilizers 
(71 million), major tranquilizers (21 million), antide- 
pressants (cyclic and combination drugs for anxiety 
and depression) (34 million), and other psychotropic 
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medications (including monoamine oxidase inhibitors, 
lithium, and analeptics) (5 million). 

The 131 million prescriptions in 19&4 represent a 
58% increase over the estimate from the 1977 study by 
the National Medical Care Expenditur2s Survey. As 
further evidence of the underestimate a:sociated with 
the 1977 study, Baum et al. ($) proviced data from 
1975 through 1984 which indicated that the number 
of prescriptions for psychotropic medications in 1984 
was estimated to be less than the 1977 azumber. 

The large discrepancy between the estimates by IMS 
America and the National Medical Care Expenditures 
Survey for the total number of prescriptions for psy- 
chotropic medications nationwide could be due to the 
accuracy of the different methods that the two studies 
used to collect data. In particular, by directly obtaining 
data on all prescriptions filled, the IM5 study elimi- 
nated problems with responder recall. Therefore, it is 
important to develop convergent validity of estimates 
by using alternative, yet comparable, dazabases. Thus, 
the present study analyzed the 1985 data sets of Phar- 
maceutical Data Services in order to pre-vide informa- 
tion about the national cost of psychotropic drugs ac- 
cording to clinical drug categories. 


METHOD 


The cost data analyzed in this study were derived 
from retail costs reported to the Alpha National Pre- 
scription and Sales Audit (13), a pharmaceutical mar- 
keting database maintained by Pharmeceutical Data 
Services. Since 1981 the Alpha National Prescription 
and Sales Audit has been compiled from monthly data 
tapes obtained from a survey panel of 2,250 comput- 
erized pharmacies. These stores are selected to be rep- 
resentative of the over 14,000 pharmac es nationwide 
that report data to the Pharmaceutical Data Services. 
Pharmacies report all prescriptions fillec on every bus- 
iness day including transactions involving cash, Med- 
icaid, and prescriptions reimbursed by third-party pay- 
ment. Forty percent of these pharmacies are “chain,” 
and 60% are independent. Other outlets, such as dis- 
count stores and supermarkets with pharmacies, are 
not included in this sample. Hospita. and nursing 
home pharmacies also are not included 

Although the panel of pharmacies is not a true ran- 
dom sample, the stratified sample frame does ensure 
that the panel is representative of U.S. pharmacies in 
terms of region (nine geographic regions are used), 
type of ownership, and size (13). The 2,250 selected 
stores report four million prescriptiors each month 
and are selected from a representative sample of phar- 
macies that provide more than 40% cr all prescrip- 
tions filled in the United States each day. The database 
combines individual drugs into therapeutic groups ac- 
cording to the Uniform System of Classification (14). 
For the purposes of this study, drugs vere regrouped 
into clinical psychiatric categories. Secative-hypnotic 
drugs, which are not considered to be a psychotropic 


645 


EXPENDITURES FOR PSYCHOTROPIC MEDICATIONS 


TABLE 1. Estimated Expenditures for Outpatient Purchases of 
Psychotropic Drugs in the United States in 1985 


Expenditure? 

(thousands 

Category and Drug of dollars) 
I: Antianxiety and sedative-hypnotic $ 867,272 
Benzodiazepines: antianxiety 707,461 

Long half-life 360,569 

Short and medium half-life 346,892 
Benzodiazepines: sedative-hypnotic 75,460 
Hydroxyzine 49,325 
Addictive sedative hypnotics 26,228 
Meprobamate 8,134 

Not identified 664 

H: Antidepressant 239,755 
Tricyclic antidepressants 175,806 
Tertiary amines 119,264 
Secondary amines $6,542 

New antidepressants 57,967 
MAO inhibitors 5,755 

Not identified 227 

I: Antipsychotic 262,616 
Phenothiazines 146,845 
Piperazines 87,602 
Piperidines 46,708 
Aliphatics 12,535 
Haloperidol 64,777 
Thioxanthenes 25,474 
Loxapine 9,528 
Molindone 1,375 
Lithium 14,278 

Not idenzified 339 

Combinations of drugs from categories 

I, II, and II 83,632 
Total 1,453,275 


*Data from the Alpha National Prescription and Sales Audit. 


medication according to the Uniform System of Clas- 
sification, were included in the present analysis. 


RESULTS 


The data on expenditures for psychotropic drugs for 
1985 are presented in table 1. During that year $1.45 
billion+SD $21.0 million was paid out for psychotro- 
pic drugs for ambulatory care. This total represents a 
183% increase from Frank and Kamlet’s high estimate 
of expenditures for psychotropic medication for 1980 
(11) and a 449% increase from their low estimate for 
that year. Even when inflation is taken into account, 
this estimate is $500 million greater than their high 
1980 estimate. 

Over three times as much money was spent on the 
anxiolytic and sedative-hypnotic drugs of category I 
as was spent on either the antidepressants in category 
II or the antipsychotic medications in category HI. 
The last two were approximately the same in total 
expenditures. 

Ninety percent of tke money spent on category | 
psychotropic drugs was used to purchase benzodiaz- 
epines, A roughly equal amount was expended on the 
long half-life and the short and medium half-life anx- 
iolytic benzodiazepines. Another $80+$1.2 million 
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was spent on long half-life benzodiazepines prescribed 
as sedative-hypnotics, A total of $34+$0.49 million 
was used to purchase the older and potentially more 
harmful category 1 drugs, such as the barbiturates, glu- 
tethimide, ethchlorynol, and meprobamate. 

Almost three-quarters of the money spent on the an- 
tidepressant drugs (category II) was spent on the tricy- 
clic antidepressants. Twice as much was spent on the 
older-generation tertiary amine tricyclics as was spent 
on the newer-generation secondary amine tricyclics. 

The third major category of psychotropic drugs, an- 
tipsychotic medications (category III), included neuro- 
leptic medications and lithium. Over half of the total 
expenditures for these drugs were for phenothiazines; 
the first-generation aliphatic phenothiazines accounted 
for about 9% of the total for this class. More recently 
developed antipsychotics such as the butyrophenones 
(i.e., haloperidol), the thioxanthenes, the dibenzox- 
apines (i.e., loxapine), and the, dihydroindolones (i.e., 
molindone) accounted for about 39% of the total 
amount spent on antipsychotic medication. 


DISCUSSION 


The present results indicate a much higher cost of 
psychotropic medications than indicated by the 1977 
study by the National Medical Care Expenditures Sur- 
vey (10). The $1.45 billion estimate for 1985 is nearly 
triple the earlier estimate. No more than one-third of 
this difference may be attributable to inflation. In ad- 
dition, the increase from the 1977 estimate may be due 
partially to increased utilization between 1980 and 
1985. Baum et al. (5) had estimated that psychotropic 
prescriptions had increased approximately 9% from 
1980 to 1984, while Larson et al. (3) had found that 
they had increased 11% during the period 1980-1981. 
Regardless, inflation and increased use cannot fully ac- 
count for the substantial discrepancy between esti- 
mates. It is likely that the present strategy for estimat- 
ing the national costs of psychotropic medications is 
more accurate in that the Pharmaceutical Data Services 
does not require self-reporting by consumers. 

There are several notable limitations to the present 
study. First, the sample is not a true random sample. 
However, the sample of stores on which the database 
is developed is representative and probably constitutes 
the best available sample. It is noteworthy that grocery 
or discount store pharmacies are not included. Al- 
though the percent of market share of prescriptions 
held by these stores is not known, their absence from 
the IMS America database could lead to an underesti- 
mation of the total costs of psychotropic medications. 
In addition, the present estimates are only for drugs for 
ambulatory use. The absence of hospital and nursing 
homes leads to an underestimate of the total national 
expenditures for psychotropic medications. 

The majority of expenditures for psychotropic med- 
ications is on antianxiety compounds. This suggests a 
potential area for cost-containment initiatives. In par- 
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ticular, studies have shown that these drugs are given 
chronically and in doses that are too high, especially to 
elderly patients (15). A fairly substantial amount of 
money, $34 million, went for the purchase of outdated 
and potentially more harmful medications like the 
barbiturates and meprobamate. While these com- 
pounds may be used for the treatment of epilepsy, the 
large expenditures found suggest an area for future 
investigation. 

Within the antidepressant medications, the tricyclics 
dominate the market. Among antipsychotics, the phe- 
nothiazines still are the most commonly used. The 
changing patterns of antipsychotic drug use in the past 
decade from low-potency to high-potency neuroleptics 
(16) may partially account for the increased costs doc- 
umented in 1985. 

In sum, the present study reveals that approximately 
$1.45 billion was spent on psychotropic medications 
in 1985 for ambulatory care. This represents a far 
larger portion of total health care expenditures than 
previously estimated. Although further research is nec- 
essary to understand the relationship between pre- 
scribing patterns and clinical need, cost containment 
measures might usefully be directed toward those 
drugs with the largest expenditures. 
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Parents’ Emotional Neglect and Overprotection 
According to the Recollections of Patients 
With Borderline Personality Disorder 


Hallie Zweig-Frank, Ph.D., and Joel Paris, M.D. 


Objective: The purpose of this study was to test clinical hypotheses about the role of 
emotional neglect and overprotection in the childhood of patients with borderline person- 
ality disorder. Method: The subjects were male and female borderline (N=62) and nonbor- 
derline (N=9) patients from a general hospital psychiatric clinic and a university student 
mental health clinic. Both groups were administered the Parental Bonding Instrument, which 
measures subjects’ recollections of parenting on dimensions of care and protection. Results: 
The findings showed that the patients with borderline personality disorder remembered both 
their fathers and their mothers as having been significantly less caring and more controlling 
than did the nonborderline patients. The results were the same for male and female subjects 
and for subjects from both sites. Conclusions: The recollections provide support for psy- 
chodynamic theories about the childhood of borderline patients and for a theory of bipa- 
rental failure in the development of borderline pathology. 


(Am J Psychiatry 1991; 148:648-651) 


linicians treating patients with borderline person- 

ality disorder have proposed that early family 
experience could contribute to the development of this 
disorder. Adler (1) suggested that the sense of alone- 
ness felt by these patients could be accounted for by 
their parents’ unavailability to them when they were 
children. Masterson and Rinsley (2) described patho- 
logical enmeshment in childhood, with overprotective 
mothers interfering with autonomous development. 
On the basis of the developmental theory of Mahler et 
al. (3), Masterson and Rinsley suggested that selective 
maternal availability during the separation-individua- 
tion phase of development predisposes to borderline 
psychopathology later in life. In this view the mother 
accepts the child’s needs for symbiosis but rejects needs 
for autonomy. Consequently, one could conceptualize 
the ideas of Masterson and Rinsley about the child- 
hood of patients with borderline personality disorder 
as combining elements of overprotection and neglect. 
This would explain the oscillations of attachment seen 
in borderline patients—oscillations between feelings of 
engulfment and feelings of abandonment by others (4). 
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4333 Chemin de la Céte Ste. Catherine, Montreal, Que. H3T 1E4, 
Canada. 
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These ideas have been empirically investigated both 
by asking patients to recollect their childhoods (5—9) 
and by directly observing families (10). The data sug- 
gest that patients with borderline personality disorder 
remember their childhoods as characterized by emo- 
tional neglect. The evidence 6n whether neglect was 
remembered in relation to fathers, mothers, or both 
parents has been somewhat contradictory. Although 
most data have not suggested that borderline patients 
remember their parents as overprotective (5, 7, 9), one 
study (8) reported recollections of both overprotection 
and neglect. 

There are methodological problems with these stud- 
ies. In several cases (5-7) the instruments used to meas- 
ure childhood recollections of parental behavior 
lacked reliability and validity. Only two previous re- 
ports (8, 9) used a well-standardized measure, Parker’s 
Parental Bonding Instrument. Some studies (5, 7, 9) 
used only female borderline patients, whereas others 
(6, 8) collapsed data from both male and female pa- 
tients. Since the developmental path to psychopathol- 
ogy may be different in the two sexes, a study that 
allows separate analysis of reports from male and fe- 
male subjects is needed. Also, some samples have been 
drawn from patients in hospital clinics (6, 8), whereas 
other studies have examined patients who are univer- 
sity students (5, 7, 9). A research design that allows 
comparison of patients drawn from different sites 
would be valuable, since the childhood experiences of 
borderline patients who reach the university level of 
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TABLE 1. Scores on the Parental Bonding Instrument of Male and Female Patients With and Without Borderline Personality Disorder 


From Two Sites 





Scores of Borderline Patients (N=62) 


Scores of Nonborderline Patients ‘N=99) 


Male (N=28) Female (N=34) Male (N=45) Femak (N=54) 
University Hospital University Hospital University Hospital University Hospital 
(N=10) (N=18) (N=18) (N= 16) (N=20) (N=25) (N=29) (N=25) 
Item Mean SD Mean SD Mean SD Mean SD Mean SD Mean SD Mezan SD Mean SD 
Care? 
Mother 21.7 10.3 22.8 6.5 19.22 9.9 18.3 6.3 28.0 7.3 25.2 6.6 252 97 23.5 8.5 
Father 16.2 53 15.3 73 18.1 8.3 20.2 8.6 242 9.4 17.4 7.8 22.1 9.1 21.6 11.9 
Protect.on 
Mother 17.8 10.3 19.6 9.5 15.4 10.6 18.3 16.9 14.8 6.6 17.4 7.3 15.1 77 12.9 8.0 
Father 17.8 7.5 18.8 9.8 13.6 72 10.0 7.9 10.5 6.2 14.4 7.8 15.3 8.8 12.6 7.6 


*Four-way ANOVA: main effect for diagnostic groups (F=15.53, df=1, 153, p=0.0001). 
>Four-way ANOVA: main effect for diagnostic groups (F=8.69, df=1, 153, p=0.004). 


education could be different from those of patients 
who do not. Finally, the sample sizes in all of the pre- 
vious studies were small, limiting the generalizability 
of the data. The present investigation used a well-val- 
idatec. instrument with a larger sample of patients with 
borderline personality disorder and included both 
male and female subjects drawn from university and 
hospital clinic populations. 


METHOD 


Male and female subjects were drawn from two 
sites, a university student mental health service and a 
general hospital outpatient psychiatry clinic. Diag- 
noses were established by using the retrospective ver- 
sion of the Diagnostic Interview for Borderline Patients 
(DIB) (11). The retrospective version has been shown 
to be equivalent to the interview version for purposes 
of establishing a diagnosis of borderline personality 
disorder (12). Chart review was carried out for all sub- 
jects by a senior psychiatrist (J.P.) who was blind to 
other measures. Patients who received scores of 7 or 
more out of 10 on the DIB were included in the bor- 
derline group (N=62). Those who received scores of 4 
or less were assigned to the nonborderline group (N= 
99). To ensure that two discrete groups were obtained, 
patients who received a score of 5 or 6 were excluded 
from zhe study. The mean+SD ages for the total bor- 
derline and nonborderline groups were 29.6+9.6 and 
29.3+%8.6 years, respectively (F=0.03, df=1, 153, 
n.s.). Both the borderline and the nonborderline sub- 
jects were subgrouped on the basis of sex and site. The 
subgroup of female university students was the same as 
that used in a previously published preliminary report 
(9). The number of patients in each subgroup is re- 
ported in table 1. 

The Parental Bonding Instrument (13) was adminis- 
tered to all subjects. This is a self-report scale measur- 
ing perceptions of two dimensions (care and protec- 
tion) underlying parental behavior. The care items 
range from affection to neglect. The protection items 
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range from overprotection to allowance of indepen- 
dence. The instrument requires subjects to score their 
parents on a 4-point Likert scale (0—3) on 25 items (12 
concerning care and 13 concerning protection) as re- 
membered from their first 16 years. Scores for care 
(range=0—36) and protection (range=0—39) were ob- 
tained for each parent. The Parental Bending Instru- 
ment has been standardized in a series of large-scale 
normative studies and has reasonable test-retest and 
split-half reliability (14). Tests for validity of the in- 
strument in both normative and clinical populations 
showed concurrence with ratings of parental behavior 
made by siblings, with parents’ self-ratings, and with 
clinical ratings drawn from interviews of subjects and 
their parents (14). 


RESULTS 


The mean scores and standard deviat-ons for care 
and protection for both borderline and nonborder-_ine 
patients according to sex and site are presented in table 
1. In order to investigate whether the Parental Bending 
Instrument scores could be differentiated according to 
diagnostic group, sex of patient, or site, two four-way, 
mixed-design analyses of variance (ANOVAs) were 
carried out for both the care and protection scores 
with diagnostic group, sex of patient, and site as the 
three between-subject factors and sex of parent as the 
within-subject factor. 

The ANOVA for care yielded a highly significant 
main effect for diagnostic group: the E-orderline pa- 
tients remembered their parents as being less caring 
than did the nonborderline patients. Differences in the 
main effects of sex of patient and site cid not reach 
significance. The only interaction that reached signifi- 
cance was Sex of Parent by Sex of Patient (F=8.36, 
df=1, 153, p=0.004). A post hoc Tukey test revealed 
that mothers were perceived as more caring than fa- 
thers by male patients only (p=0.C1). 

The ANOVA for protection also yielded a highly 
significant main effect for diagnostic group: the bor- 
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derline patients remembered their parents as more pro- 
tective than did the nonborderline patients. Differences 
in the main effects of sex of patient and site did not 
reach significance. A trend was obtained with respect 
to sex of parent: mothers were perceived as more 
protective than fathers (F=3.20, df=1, 153, p=0.08). 
None of the two-way cr higher-order interactions was 
significant. 


DISCUSSION 


The care scores on the Parental Bonding Instrument 
support earlier studies showing that borderline pa- 
tients remember their parents as emotionally neglectful 
(5-9) and resolve earlier contradictions about whether 
neglect was perceived as coming from one parent (5) or 
both (6-9). Borderline patients in this study reported 
low levels of care from both mother and father. As- 
suming that the perceptions of our borderline patients 
were accurate, this failure of both parents is in accord 
with Adler’s theory (1) that borderline patients expe- 
rience an inadequate holding environment in child- 
hood, which leads to atfective instability and impulsiv- 
ity later in life. The question of whether perceptions 
might be different for male and female patients was 
answered by our data, which showed that the male and 
female borderline patients had the same memories of 
their parents. This justifies combining data on male 
and female patients in future studies. The fact that the 
results were the same for university students and hos- 
pital clinic patients shows that the findings are not 
specific to any particular group of borderline patients. 

The protection scores on the Parental Bonding In- 
strument, which show that the borderline patients re- 
membered both parents as overprotective, contradict 
earlier studies (5—9) that failed to demonstrate signif- 
icant differences between borderline patients and other 
patients on measures of overprotection. Three of these 
studies (5—7) did not use a well-validated measure of 
overprotection. In a previous study from our center 
that did use the Parental Bonding Instrument (9), we 
also did not find a difference in protection scores be- 
tween borderline and nonborderline female university 
students. However, the means in table 1 show that by 
surveying patients of both sexes from two sites, we 
were able to detect a difference which had been ob- 
scured by studying female students only. The validity 
of this finding is supperted by the fact that the means 
for our nonborderline group were very close to those 
reported for community samples (14), whereas our 
borderline patients had much higher protection scores 
than the community norms. In addition, our findings 
confirm those of another study in which the Parental 
Bonding Instrument was used (8). This provides em- 
pirical confirmation of the hypotheses advanced by 
Masterson and Rinsley (2) about the mothers of bor- 
derline patients. 

When the results for both care and protection are 
combined, the recollections of the borderline patients 
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conform to what Parker has termed “‘affectionless con- 
trol,” which is most strongly jassociated with depres- 
sive syndromes (14). This makes sense, since border- 
line patients have a high rate of comorbid affective 
disorder (15). Borderline patients are telling us that 
they remember their parents as both failing to provide 
basic emotional support and: preventing them from 
separating. This suggests that the parents of borderline 
patients could have put their own emotional needs 
ahead of empathic responsiveness to their children. 

The fact that affectionless control was recollected by 
borderline patients in relation to both of their parents 
is interesting in the light of theoretical speculations 
which have tended to focus exclusively on the role of 
the mother (1, 2). It is possible that the child who will 
become a patient with borderline personality disorder 
is unable to buffer negative experiences with one par- 
ent by positive experiences with the other. 

The findings of this study can explain only some of 
the variance in the development of borderline person- 
ality disorder. Other reports, for example, have dem- 
onstrated a higher incidence ‘of physical and sexual 
abuse in the histories of borderline patients (16, 17). 
Moreover, there is evidence for constitutional factors 
in the borderline syndrome (18). 

The question of falsification must be considered in 
interpreting any study that uses a retrospective design. 
This is especially true for borderline patients, who tend 
to distort features of their interpersonal relationships 
(1). However, borderline patients have not uniformly 
described all aspects of their childhood experience as 
negative when wider surveys of their childhood mem- 
ories have been done (7). Prospective studies or studies 
of high-risk subjects are needed (18). In spite of these 
limitations, the convergence of evidence from studies 
that have used different methods provides support for 
the validity of the findings. The evidence in this study 
supports a number of clinical impressions from psy- 
chotherapists and makes theoretical sense in account- 
ing for some of the psychopathology seen in borderline 
patients. | 
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Kleptomania: A Report of 20 Cases 


Susan L. McElroy, M.D., Harrison G. Pope, Jr., M.D., James I. Hudson, M.D., 
Paul E. Keck, Jr., M.D., and Kerrin L. White, M.D. . 


Objective: The authors’ objective was to provide phenomenologic, family history, and 
treatment response data on a group of rigorously diagnosed patients with kleptomania. 
Method: Twenty consecutive inpatients and outpatients met DSM-III-R criteria for current 
kleptomania or a past history of kleptomania. These patients were given structured diag- 
nostic interviews, and their family histories of psychiatric disorders were assessed blindly. 
The patients’ responses to psychosocial and biological treatments were also assessed. Results: 
All of the kleptomanic patients had lifetime diagnoses of major mood disorders, 16 had 
lifetime diagnoses of anxiety disorders, and 12 had lifetime diagnoses of eating disorders. A 
high morbid risk of major mood disorders (0.31) was found in their first-degree relatives. Ten 
of 18 patients receiving thymoleptic medications reported reduction or remission of their 
stealing behavior. Conclusions: Kleptomania may be related to major mood disorder and 
perhaps may represent another form of “affective spectrum disorder.” 


(Am J Psychiatry 1991; 148:652—657) 


leptomania is defined in DSM-III-R as the recur- 

rent failure to resist impulses to steal objects not 
needed for personal use or their monetary value. The 
stealing is often abrupt and without premeditation, 
collaboration with others, or full consideration of the 
likelihood of apprehension. However, kleptomanic 
stealing also resembles a classic compulsion in that the 
urge to steal is experienced as intrusive and senseless, 
with increasing anxiety or tension if the urge is resisted 
and tension relief when the act is completed. The steal- 
ing, therefore, is ego-dystonic (1). Indeed, although 
classified in DSM-III-R as an impulse control disorder, 
kleptomania has been hypothesized by some to be a 
variant of obsessive-compulsive disorder (2—4). 

Little is known about kleptomania. In our recent 
review of the literature (5), we found no systematic 
studies of a series of rigorously diagnosed kleptomanic 
individuals. Therefore, to further characterize this dis- 
order, we report here on the demographics, phenom- 
enology, associated psychopathology, family histories, 
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and treatment histories of 20:consecutive psychiatric 
patients meeting DSM-III-R criteria for kleptomania. 


METHOD 


Twenty-eight patients with. apparent kleptomania 
were recruited by asking clinicians at our hospital to 
refer to us all inpatients and outpatients with possible 
kleptomania. One of these patients was interviewed 
but excluded because her stealing was invariably pre- 
meditated and for personal gain rather than in re- 
sponse to irresistible urges and thus did not meet 
DSM-III-R criteria for kleptomania. Seven other pa- 
tients were not interviewed because they refused (N= 
2), repeatedly missed interview appointments (N=3), 
or were too psychotic to be evaluated (N=2). The 20 
patients who completed the interview are the subjects 
of this report. : 

After providing informed consent, the patients were 
given a structured questionnaire based on the DSM- 
III-R criteria for kleptomania (6); a semistructured in- 
terview to elicit demographic data and information 
about the phenomenology and course of kleptomania 
and the presence of other DSM-III-R impulse control 
disorders; and the Structured Clinical Interview for 
DSM-III-R (SCID) (7). All interviews were performed 
by one investigator (S.L.M.). Family histories were ob- 
tained by a second investigator (P.E.K.), who was 
blind to the patient’s diagnosis. Morbid risk of major 
mood disorders in relatives was calculated as described 
elsewhere (8). 
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TABLE 1. Clinical Characteristics and Response to Thymoleptic Treatment of 20 Patients With Kleptomania 


Patient 
1 


13 


14 
15 


16 


17 


18 


19 


20 


Age 
{years) 


30 


30 


42 


35 


33 
29 


47 


36 


29 


45 


23 
36 


47 


36 
25 


48 
45 
Pa 


36 


39 


Sex 


Peak 

Frequency 

Duration of Stealing 

of Illness  (episodes/ 

(years) month) 

3b 30 
20 <i 
35 8 
gb 120 
13 90 
gb 30 
12> 4 
31 30 
16 Z 
36 30 
3 4 
10° 4 
18° 1 
23 2 
10° 30 
38> 90 
3 8 
5 30 
5 16 
25> 12 


„Duration of remission given in parentheses. 
Patient exhibited kleptomanic symptoms at the time of evaluation. 


“Patient was not given drug while actively kleptomanic. 


RESULTS 


The demographic and clinical features of the pa- 
tients are given in table 1. Most (N=15) were women. 
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Items Stolen 


Food, clothes, jewelry, 
cosmetics 


Money, pens, clothes 


Records, books, elec- 
tronic components 
Laxatives, pens, paper, 

toys, money 


Food, clothes, books, 
towels 

Food, gifts, toiletries, 
cosmetics 


Magazines, rubber 
gloves, paper cups, 
plastic bags, gauze 

Money, candy, food, 
socks, cosmetics, 
jewelry, drugs, 
toiletries 

Diet pills, laxatives 


Pens, books, pornogra- 
phy, sporting equip- 
ment 

Food, jewelry 

Clothes, shoes, cosmet- 
ics, money, jewelry 


Books, food, clothes 


Records, shoes, 
toiletries 

Food, clothes, jewelry, 
tapes, sheet music, 
money 

Food, tools, videotapes, 
clothes, toiletries, jew- 


elry 

Food, toys, film, clothes, 
toiletries, cosmetics 

Food, clothes 

Clothes, jewelry, cos- 
metics, accessories 


Clothes, cameras, 
accessories 


Fate of 
Items Stolen 


Used 


Used 


Hoarded 


Used, given 
away 


Given away 


Used, hoarded, 
given away 


Used, hoarded 


Used, hoarded, 
given away, 
discarded 


Used, dis- 
carded 
Used, given 

away, dis- 
carded 
Used 
Used 


Used, given 
away 


Used, given 
away 

Used, given 
away 


Used, given 
away 


Used, hoarded, 
given away 

Used 

Used, given 
away 


Used, given 
away 


Thymoleptic 
Medication 


Tranylcypromine 
Fluoxetine plus 
lithium 
Trazodone 
Imipramine plus 
lithium 
Valproate 


Lithiurn 


Imipramine 
Tranylzypromine 
Fluoxetine 
Fluoxetine plus 
imipramine 
Desipramine 
Fluoxetine 
Trazocone 
Fluoxetine 


Fluoxetine 


Fluoxetine 


c 


Tranylzypromine 

Fluoxetine 

Clonazepam 

Fluoxetine plus 
lithium 

Carbamazepine 
plus clomi- 
pramine 

None 


Fluoxetine 


Imipramine 
Lithium 
Fluoxetine 
Nortriptyline 


Fluoxetine 
Trazodone 


Tranylcypromine 
Imipramine 
Fluoxetine 
Tranylcypromine 
Lithium 
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Trearment 
Response? 


None 
None 


Partial 
None 


Remission 
(8 montas) 
Remission 
(11 months) 
None 
None 
None 
Remission 
(7 months) 
None 
None 
None 
None 


Remission 
(3 months) 


Remission 
(11 months) 


None 
None 
Partial 
Partial 


None 


None 


None 
None 
None 
Remission 

(15 months) 
Partial 
Remission 

(12 months) 
None 
None 
None 
None 
None 


The patients’ mean+SD age was 36+8.0 years (range= 


21-48), their duration of illness was 16+11 years 
(range=3-—38), and they had a peak frequency of steal- 
ing of 27+33 episodes/month (range=0.3—120). Three 
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TABLE 2. Current and Lifetime DSM-III-R Diagnoses in 20 Pa- 
tients With Kleptomania 


Number of Patients 


Current Lifetime 
Diagnosis Diagnosis Diagnosis 
Mood disorders 13 20 
Bipolar 5 7 
Bipolar noz otherwise specified 4 5 
Major depression 4 8 
Psychoactive substance use disorders* 2 10 
Alcohol abuse or dependence 2 9 
Amphetamine abuse or dependence 0 2 
Cocaine abuse or dependence 0 3 
Other substance abuse or dependence 0 4 
Anxiety disorders* —— 16 
Panic disorder with or without 
agoraphobia 3 8 
Agoraphobia without panic 1 1 
Social phobia 4 8 
Simple phobia 5 6 
Obsessive-compulsive disorder 7 9 
Eating disorders? 6 12 
Anorexia nervosa 1 6 
Bulimia nervosa 3 12 
Impulse control disorders? 3 8 
Pathological gambling 0 2 
Pyromania 1 3 
Trichotillomania 2 3 
Intermittent explosive disorder 0 2 
Psychotic disorders 0 0 
Antisocial personality disorder 0 0 


*Total is less than the sum of the individual disorders because many 
patients had more than one disorder in the category. 


were inpatients at the time of evaluation, and another 
eight had had previous psychiatric hospitalizations, 
Nine reported active kleptomanic symptoms at the 
time of interview. 

All patients described irresistible urges to steal and a 
reduction of anxiety or relief of tension either during 
or shortly after the act of theft, as required in DSM- 
II-R. Although many found the urges senseless, intru- 
sive, and ego-dystonic, some reported pleasurable feel- 
ings during the act of theft, variously described as “a 
rush,” “a thrill,” “high,” “euphoric,” or “manic.” All 
patients stated that they considered their stealing to be 
wrong, and most reported guilt or remorse after steal- 
ing. Some patients atoned for stealing by donating sto- 
len goods to charity, returning to victimized stores to 
pay for stolen items or to purchase unneeded items, or 
calling stores to alert clerks of their stealing. 

Most patients stole from retail stores. Some, how- 
ever, stole from their work locations or from individ- 
uals, particularly family members. Several patients de- 
veloped rules for their stealing behavior-—for instance, 
stealing only from work or from certain types of stores 
(e.g., drug stores but not department stores), or steal- 
ing certain items but not others (e.g., jewelry but not 
_ clothing), 

Fifteen of the patients were apprehended for stealing 
at least once (range=1—12 times). Three had gone to 
jail. All reported feeling extremely frightened and 
ashamed at the time of apprehension. However, ap- 
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prehension and/or jail had varying effects on klepto- 
manic symptoms over the long-term. Five of the ap- 
prehended patients (none of whom was jailed) stopped 
stealing permanently, but eight experienced only a few 
weeks’ or months’ remission, and two experienced no 
lapse in their stealing at all. 

Ten of the 20 patients reported a history of some 
stressful or traumatic event other than apprehension. 
These included physical or sexual assault, witnessing 
physical assault on a parent, witnessing the loss of a 
home in a fire, and involvement in a fatal car accident. 
These events occurred from 5 to 21 years before the 
onset of kleptomania in seven cases and 16—30 years 
after the onset of kleptomania in three cases. In other 
words, no patient appeared to develop kleptomanic 
symptoms as direct sequelae of a stressful or traumatic 
event. 

Of 11 patients receiving psychotherapy while symp- 
tomatic, none reported reductions in their kleptomanic 
symptoms. By contrast, of 18 :patients receiving treat- 
ment with thymoleptics (table 1), 10 described a par- 
tial or complete remission in stealing urges and behav- 
ior (one patient responded to two different agents). In 
several patients, kleptomanic symptoms recurred when 
medication was discontinued and remitted again when 
the drug was reinstituted. 

When we looked at the associated current and life- 
time psychiatric disorders noted in the SCID inter- 
views, we found that all 20 patients met DSM-III-R 
criteria for at least one other psychiatric disorder, and 
17 met criteria for four or more disorders (table 2). All 
had initially sought treatment for conditions other 
than kleptomania, particularly: mood disorders (N=8), 
anxiety disorders (N=4), or eating disorders (N=8). 
Of note, many patients did not reveal their stealing to 
their treater until after apprehension or after klepto- 
manic symptoms had responded to treatment admin- 
istered for a concurrent disorder. Many patients con- 
cealed their kleptomania from family members. Some 
patients, despite having other serious psychiatric dis- 
orders, claimed that their stealing was the most debil- 
itating or humiliating of their symptoms. 

All 20 patients met DSM-III-R criteria for a lifetime 
diagnosis of major mood disorder (table 2). The onset 
of mood disorder preceded onset of kleptomania by at 
least 1 year in 12 patients, occurred within the same 
year in three patients, and occurred after the onset of 
the kleptomania in five patients. Six patients had made 
at least one suicide attempt. Many patients noted a 
relationship between their affective and kleptomanic 
symptoms, including changes in the frequency of steal- 
ing when they were depressed or manic. Additionally, 
some patients reported that the rush or thrill experi- 
enced with stealing seemed to relieve their depressive 
and/or manic symptoms. 

Other disorders often associated with kleptomania 
were bulimia nervosa with or without anorexia ner- 
vosa, obsessive-compulsive disorder, and alcohol abuse 
or dependence. Most of the bulimic patients stole food 
as well as items other than food. 
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Patients reported a variety of psychopathological 
symptoms, particularly compulsive behaviors not 
meeting DSM-III-R criteria for obsessive-compulsive 
disorder because of either the nature or the severity of 
the symptom. These included compulsive shopping, 
hoarding, giving away wanted or needed objects, pick- 
ing of skin, exercising, and sexual activity. Several men 
but none of the women reported paraphilic symptoms 
(e.g., ego-dystonic urges to have sexual relations with 
children or sadistic sexual fantasies). 

No patient met DSM-III-R criteria for antisocial 
personality disorder. Some patients, however, de- 
scribed isolated antisocial behaviors in addition to 
stealing. These included lying (six patients), fire setting 
(three patients), changing price tags (two patients), 
breaking and entering (two patients), vandalism as a 
child ‘one patient), forgery (one patient), driving while 
intoxicated (one patient), and physical assault of a hus- 
band by a wife (one patient). Of note, some of these 
associated antisocial behaviors appeared to be due to 
concurrent psychiatric diagnoses, specifically, pyroma- 
nia (fire setting), alcohol dependence (driving while in- 
toxicated), intermittent explosive disorder (physical 
assault), and kleptomania (breaking and entering, 
changing price tags, forgery, and lying). Patients were 
not systematically assessed for other axis II disorders. 

The prevalence of psychiatric disorders among the 
first-degree relatives aged 16 years old and older of the 
20 kleptomanic patients is presented in table 3. The 
morbid risk for major mood disorders among the first- 
degree relatives of the kleptomanic probands was 0.31, 
a figure similar to the 0.25 risk observed in an earlier 
study from our center, based on similar methodology, 
in the relatives of subjects with major depression (7). 
Of the 20 kleptomanic patients in the current study, 12 
had at least one first-degree relative with a mood dis- 
order. Fifteen patients had family histories of other 
major psychiatric disorders, and two patients had a 
first-degree relative with kleptomania. 


DISCUSSION 


We assessed the demographics, phenomenology, 
course of illness, associated psychopathology, family 
histories of psychiatric disorders, and treatment histo- 
ries of 20 patients meeting DSM-III-R criteria for klep- 
tomania. All patients described recurrent, intrusive, 


and irresistible urges or impulses to steal. Some at- ` 


tempted to resist the urges at least part of the time; 
others did not, claiming that the urges were too com- 
pelling or overpowering. All patients believed that 
their stealing was wrong; most felt guilty, ashamed, 
and embarrassed about their behavior. 

The most striking finding of this study was that all 
patients demonstrated substantial psychopathology in 
addition to kleptomania—most notably major mood 
disorder (in particular, bipolar disorder) but also anx- 
iety cisorders, alcohol and other psychoactive sub- 
stance use, eating disorders, and other impulse control 
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TABLE 3. Prevalence of Psychiatric Disorders in the First-Degree 
Relatives? of 20 Patients With Kleptomania 


Felatives Affected 


(N=103) 
Disorder N Yo 
Mood diserders 22 21 
Bipolar disorder 5 5 
Major depression 17 17 
Alcohol and other psychoactive 
substance use disorders 21 20 
Alcohol 14 14 
Other 7 7 
Anxiety disorders 13 13 
Panic disorder and/or agoraphobia 6 6 
Obsessive-compulsive disorder 7 7 
Eating disorders 3 3 
Anorexia nervosa 1 1 
Bulimia nervosa 2 2 
Kleptomania 2 2 
Psychotic disorders 0 0 


“Aged 16 vears and older. 


disorders. First-degree relatives of kleztomanic pa- 
tients also displayed high rates of mood and other psy- 
chiatric disorders. By contrast, few patients displayed 
substantial antisocial behavior other than stealing, and 
none met DSM-III-R criteria for antisoc:al personality 
disorder. 

These findings are affected by several methodolog- 
ical limitations, however. Most importantly, patients 
were recruited from psychiatric referrals. and this very 
likely led to higher rates of associated asychopathol- 
ogy in this group than among all kleptomanic individ- 
uals. In addition, interviews were performed by an 
investigator who was noz blind to the subjects’ diag- 
noses, and no comparison group was examined. Thus, 
the high rates of associated psychopathclogy found in 
this study might be largely attributable to the method 
of subject selection. A more accurate assessment of 
these rates can be obtained only by con-rolled studies 
using interviews of kleptomanic subjects recruited 
from community-based samples conducted by inter- 
viewers who are blind to the subjects’ diagnoses. 

Previous observations, nevertheless, have suggested 
that kleptomania may be related to ma or mocd dis- 
order. For example, high rates of assoc.ated affective 
symptoms have been reported among kl=ptomanic in- 
dividuals (5), kleptomania has been reported to re- 
spond to treatment with antidepressants and ECT (9— 
14), and kleptomanic stzaling has been reported to 
alleviate major depression (12, 13, 15—17). Moreover, 
kleptomania appears to be associated with eating dis- 
orders (5, 18—25), which, in turn, appea- to be related 
to mood disorder on the basis of the phznomenology, 
course, tamily history, and response to thymoleptics 
(23, 26, 27). 

The findings of this study further support the hy- 
pothesis that kleptomania is related to major mood 
disorder. All 20 of the pazients in this study met DSM- 
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II-R criteria for a current or past major mood disor- 
der, and a surprisingly large number of the patients 
exhibited bipolar disorder. Indeed, some patients 
claimed that the “rush” they experienced with stealing 
was similar to their hypomanic or manic episodes. 
These observations invite the speculation that there 
may be a particular link between kleptomania and bi- 
polar disorder. 

The phenomenologic similarity of kleptomanic 
stealing to the compulsive rituals of obsessive-compul- 
sive disorder raises the possibility that the two disor- 
ders are related. Indeed, kleptomania could actually be 
diagnosed as obsessive-compulsive disorder under 
DSM-III-R were it not for the DSM-III-R requirement 
that obsessive-compulsive disorder cannot be diag- 
nosed if the compulsive behavior is attributable to an- 
other disorder. This speculation is supported by the 
findings that nine of our 20 kleptomanic patients had 
a history of DSM-HI-R obsessive-compulsive disorder 
and that an additional six displayed compulsive behav- 
iors in addition to stealing. 

The potential relationship of kleptomania to obses- 
sive-compulsive disorder, eating disorders, and major 
mood disorder raises the possibility that all four of 
these diagnostic categories might represent members of 
an extended family of disorders—which we have pre- 
viously termed affective spectrum disorder—linked by 
a common pathophysiological “step” critical to their 
expression (27). For instance, evidence from biochem- 
ical studies suggests that serotonin deficit states may 
play a role not only in the genesis of mood disorders 
(28), obsessive-compulsive disorder (29, 30), and bu- 
limia nervosa (31) but also in the genesis of impulsive 
behavior in general (28, 32-37). It is tempting, there- 
fore, to speculate that the common “step” might in- 
volve serotonin deficiency. An alternative explanation 
of the apparent efficacy of fluoxetine—a highly specific 
serotonin agonist—in some kleptomanic patients is 
that this drug possesses specific anti-impulsive effects 
in addition to its antidepressant and anti-obsessive ef- 
fects. Further research will be required to test these 
hypotheses. 

Finally, two theoretical criticisms of our findings 
should be addressed. First, many patients in this study 
group stole in a way that was more systematic or 
less impulsive than that specified by the DSM-III-R 
criteria for kleptomania. For instance, some stole items 
of substantial value, planned thefts, or used stolen 
items. However, all patients—even those who reported 
frequent “systematic” stealing—also reported many 
“pure” kleptomanic episodes of stealing unneeded ob- 
jects in response to irresistible, senseless urges. To ex- 
clude those patients who displayed “systematic” steal- 
ing in addition to “pure” kleptomania might generate 
a skewed sample of kleptomanic individuals not fully 
representative of the disorder in general. Moreover, if 
these “systematic stealers” did not truly have klepto- 
mania, one might expect that they would meet criteria 
for antisocial personality disorder and fail to respond 
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to antidepressants—in contrast to what was actually 
observed. 

A second theoretical criticism is that this study does 
not resolve the question of whether kleptomania is in 
fact a valid diagnostic entity. Kleptomania might, on 
the one hand, be a nonspecific | behavior exhibited with 
elevated frequency by patients!with depression—a be- 
havior that declines when the underlying depression is 
treated with antidepressants. On the other hand, as 
others have argued, kleptomania (38, 39) and, per- 
haps, other compulsive behaviors (40) may be volun- 
tary acts that should not legitimately be labeled as 
diseases at all. This latter hypothesis is difficult to rec- 
oncile with the observation that 10 of the 18 patients 
in this group treated with thymoleptics displayed a 
partial or complete remission of kleptomanic behavior. 

In conclusion, kleptomania may represent an 
underdiagnosed disorder of ‘substantial morbidity, 
probably displaying comorbidity with other major psy- 
chiatric disorders, particularly mood, obsessive-com- 
pulsive, and eating disorders. Further investigation 
into the phenomenology, course, and associated psy- 
chopathology of kleptomania,:as well as studies of its 
prevalence, biology, and response to both psychosocial 
and pharmacological treatments would therefore ap- 
pear warranted. . 
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Hypnotically Induced Auditory Hallucinations and the 


Mouth-Opening Maneuver: A Failure to Duplicate Findings 


Eugene E. Levitt, Ph.D., and Thomas G. Waldo . 


Objective: The authors sought to replicate the part of a study by Bick and Kinsbourne in 
which bypnatically induced auditory hallucinations in normal volunteer subjects were abol- 
ished by requiring the subjects to open their mouths. Method: Sixty-four normal volunteer 
subjects were hypnotized, and an attempt was made to induce auditory hallucinations. The 
subjects in whom hallucinations were successfully induced were then asked to perform the 
mouth-opening maneuver and the control maneuvers of putting their fingers in their ears or 
squeezing their eyes shut in an effort to end the hallucinations. Results: Sixteen subjects 
reported having hallucinations. None of them reported that a hallucination was abolished by 
opening the mouth or closing the eyes; four reported ending hallucinations by putting their 
fingers in their ears. Conclusions: Opening the mouth does not affect auditory hallucinations 
induced by hypnosis in normal persons. The most likely reason for the discrepancy between 
the results of this experiment and those of the Bick and Kinsbourne study is that the design 


of the latter study was faulty because it permitted demand characteristics to influence the 


results. 
(Am J Psychiatry 1991; 148:658-660) 


n experiment was conducted by Bick and Kins- 

bourne (1) in an effort to test the hypothesis that 
“auditory hallucinations may be projections of schizo- 
phrenic patients’ verbal thoughts, subvocalized due to 
deficient cerebral cortical inhibition.” The basic ma- 
neuver of the experiment was to attempt to obstruct 
the hypothesized subvocalization by requiring the hal- 
lucinating individual tc open his or her mouth, which 
makes subvocalization impossible. Bick and Kins- 
bourne studied two groups of subjects: 18 schizo- 
phrenic inpatients and 21 normal volunteers who were 
college students. Our concern in this report is with the 
normal subjects. 

Bick and Kinsbourne used two control maneuvers 
in addition to the mouth opening: 1) closing the eyes 
tightly and 2) making a tight fist. The experimenters 
stated that the three maneuvers were requested “in a 
random order, counterbalanced across subjects” for 
the schizophrenic subjects, and while this statement 
was not repeated with respect to the normal subjects, 
presumably it was applied to them as well. Since there 
are six possible permutations of the three maneuvers, 
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there could have been three or four normal subjects in 
each order, but the experimenters did not comment 
on this. Nor is it known whether the subjects were 
hypnotized individually or by group according to the 
order in which the maneuvers were presented. Nothing 
was said about the technique for the induction of hyp- 
nosis or the precise wording of the suggestion to hal- 
lucinate. Because of these omissions, it is not possible 
to replicate exactly the normal-subject segment of the 
experiment. 

In any event, some alteration in the authors’ study 
design seemed warranted. Bick and Kinsbourne in- 
formed their subjects before the instructions for the 
maneuvers that they would later be asked to state “‘if 
your voices got worse, stayed the same, or went 
away.” Such disclosure greatly magnifies the possibil- 
ity that the results will be largely a function of the 
demand characteristics of the experiment. This possi- 
bility was further increased by the fact that two of the 
three maneuvers were relatively remote from the speak- 
ing-hearing axis. 

The maneuver of making a tight fist seemed to us to 
be too remote from auditory hallucination, so we de- 
cided to substitute for it forefingers in the ears, which 
is closer to the speaking-hearing axis. Of course, if 
Bick and Kinsbourne’s hypothesis is correct, the nature 
of the control maneuvers is irrelevant. 

In addition to the high possibility that the results 
were affected by demand characteristics, we had an- 
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other reason to doubt Bick and Kinsbourne’s findings. 
According to their report, auditory hallucinations were 
induced in 60% (N=21) of their 35 normal subjects. 
No previously published report has ever given a pro- 
portion that high. The standardization data for the 
Stanford Hypnotic Susceptibility Scale, Form C (2), 
show that attempts to induce verbal auditory halluci- 
nations were successful in only 9% of subjects. The 
standardization sample for the Stanford Profile Scales 
of Hypnotic Susceptibility (3) had a 23% success rate 
in attempts to induce a musical auditory hallucination. 

Subjects scoring at the top of both the Stanford Hyp- 
notic Susceptibility Scale, Form C, and the Harvard 
Group Scale of Hypnotic Susceptibility (4) are evi- 
dently the most highly susceptible subjects and there- 
fore the most likely to experience hypnotically induced 
hallucinations. Kihlstrom and Evans (unpublished 
data, 1979) did not report scores by item, but their 
subjects with high scores on both scales constituted 
only 10% of their sample. In a similar investigation by 
Register and Kihlstrom (5), this figure was 15%. 

Finally, Bick and Kinsbourne arranged the crucial 
chi-square of their table 1 incorrectly. The test for a 
difference between the successes of the fist and eye 
maneuvers compared to the mouth maneuver in abol- 
ishing hallucinations did not test the authors’ hypoth- 
esis directly. All three maneuvers abolished the hallu- 
cinations for two subjects. This is a result not in accord 
with the hypothesis, so the results for these subjects 
belong with those of the three subjects whose halluci- 
nations resisted all three maneuvers. The consequent 
chi-square, to which Yates’ correction is properly ap- 
plied, is 4.90, which is still significant (at the 0.05 
level) but represents considerably less reliability than 
the chi-square of 34.52 (p<0.0001) reported by Bick 
and Kinsbourne. 


METHOD 


For our study of auditory hallucinations, 64 normal 
volunteer subjects were recruited by means of notices 
on college campus bulletin boards. They were hypno- 
tized in groups by using verbatim the induction tech- 
nique of the Harvard Group Scale of Hypnotic Suscep- 
tibility (4). A nine-item version of the scale itself was 
then administered. All hypnotic sessions were carried 
out ky the second author. The items eliminated from 
our version of the scale were head falling, posthypnotic 
suggestion, and amnesia. The experimenter then at- 
tempted to induce auditory hallucinations by giving 
the following suggestions. 


In a moment, I will give you a signal. When I do, listen 
carefully and you will hear a voice or voices that seem to 
come from an unknown source close to you. The voices 
will be speaking to you, but you may or may not always 
hear them clearly. Be sure you are listening carefully when 
I give the signal .... Ready, VOICES NOW! [After wait- 
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ing 15 seconds, the experimenter continued.] If you have 
not heard the voice or voices yet, you should be hearing 
them at any moment. [After a lapse of 30 additional sec- 
onds, the experimenter gave instructions foz the three ma- 
neuvers.] [Mouth] Now I want zach of you to open his or 
her mouth as widely as is comfortable while remaining 
relaxed. [Ears] Now I want each of you -o put the fore- 
finger of your right hand into your right ezr, and the fore- 
finger of your left hand into your left eaz, as deep as is 
comfortable. [Eyes] Now I want each of you to squeeze 
your eves as tightly shut as is comfortable for you. 


Each maneuver was maintained for < period of 30 
seconds. Pauses of 15 seconds intervened between 
maneuvers, which were administered in a counter- 
balanced order. The number of subsects in each 
order varied from six to 17. All sessions were held on 
weekends to minimize the possibility that voices out- 
side the experimental room might be mistaken for a 
hallucination. 

After the three maneuvers had been completed, the 
experimenter announced that the voice =r voices were 
gone and could no longer be heard. The group was 
brought out of the trance and immediately completed 
the Harvard scale. Each subject was then interviewed 
individually by the first author. If the scbject reported 
that there had been no hallucination, 2e or she was 
paid $5 for participating and was dismissed. The sub- 
jects who had hallucinated were asked what effect, if 
any, each maneuver had had (not specified any fur- 
ther). If the subject reported that none of the maneu- 
vers had blocked the hallucination, be or she was 
asked directly whether the voices had s=ll been heard 
when all three maneuvers were comp.eted. Subjects 
who hallucinated were carefully debriefed to preclude 
any possible residual effect. All subjects were asked 
what they thought the purpose of the experiment 
might be. 


RESULTS 


Sixteen (25%) of our 64 subjects rep=rted auditory 
hallucinations in response to the experimenter’s sug- 
gestion. Table 1 lists the characteristics of the halluci- 
nator and nonhallucinator subgroups. Cverall, the ma- 
jority of the subjects were female, were employed 
rather than students, were in their 30s, were moder- 
ately good hypnotic subjects as measured by the Har- 
vard scale, and had had no previous experience with 
hypnosis. Nearly half of the subjects rad a positive 
rating on the fly hallucination item of the Harvard 
scale, in which it is suggested to the sutject that he or 
she hears a fly buzzing close by. There were no signifi- 
cant differences between the hallucinator and nonhal- 
lucinator subgroups on any of these six variables. No 
subject was able to identify accurately zhe purpose of 
the investigation. 

The crucial data concern the success of the three 
maneuvers in abolishing the hypnot.cally induced 
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HALLUCINATIONS AND MOUTH-OPENING MANEUVER 


TABLE 1. Characteristics of 64 Normal Subjects Who Did or Did Not Experience Auditory Hallucinations Induced by Hypnosis 


Age (years) Male Sex 
Group Mean SD N % 
Hallucinators (N=16) 33.9 9.17 6 37.5 
Nonhallucinators (N=48) 34.8 4.03 16 33.3 
Total (N=64) 34.6 5.69 22 34.4 


*Harvard Group Scale of Hypnotic Susceptibility. 


hallucinations. The maneuver of forefingers in the ears 
was reported to have ended hallucinations in four 
subjects, who performed the maneuvers in three dif- 
ferent orders. No subject reported that a hallucination, 
once abolished, returned. No subject reported that 
either the mouth or the eye maneuver abolished a 
hallucination. 


DISCUSSION 


Obviously, our results are totally different from 
those of Bick and Kinsbourne (1). Eighty-six percent of 
their hypnotized normal subjects behaved in a way 
that supported the subvocalization hypothesis. None 
of ours did. Not a single one of our subjects reported 
that his or her hallucination was abolished by the 
mouth maneuver, while four subjects reported success 
with fingers in the ears, a behavior that is more remote 
from subvocalization than opening the mouth. 

There are a number of possible explanations for the 
discrepancies in the two reports, Fewer of our subjects 
were students and a higher proportion were women. 
However, it is difficult to surmise how these demo- 
graphic differences could have materially affected the 
results. On the average, our subjects were certainly at 
least moderately susceptible to hypnosis. The 25% rate 
of hallucination was about as expected. Nearly half the 
subjects had positive scores on the fly hallucination 
item of the Harvard scale. However, a subject need not 
actually hear a buzzing sound to obtain a passing score 
on this item. It is conceivable that the group adminis- 
tration may have somehow affected the findings, but 
this seems unlikely. It was to preclude just such an 
eventuality that each subject was interviewed individ- 
ually after the experiment proper was completed. No 
subject correctly identiñed the purpose of the investi- 
gation, so there is no reason to believe that demand 
characteristics affected the results. 
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Positive 
Rating on 
Fly Hallu- 
Harvard Previous cination 

Student Scale* Score Hypnosis Item 
N % Mean SD N So N % 
S 313 6.75 3.80 - 3443 7 43.8 
15 313 5.60 1.69 12 25.0 21 43.8 
20 313 5.89 3.66 17 26.6 28 43.8 


The most likely explanations for our conflicting re- 
sults lie in the design of the Bick and Kinsbourne study. 
Before participating, their subjects knew fairly well 
what might be required of them. It has been demon- 
strated (6) that hypnotized subjects are highly suscep- 
tible to demand characteristics of experiments in 
which they report whether they had hallucinations. 
The 60% success rate obtained by Bick and Kins- 
bourne seems very much like an effect of experimenter 
demand. It would also not be far-fetched to suggest 
that Bick and Kinsbourne in some manner conveyed to 
their subjects not only a demand to hallucinate but 
also a demand to abolish hallucinations by the mouth 
maneuver and not by the eye and fist maneuvers. 

Our findings have no bearing on the segment of Bick 
and Kinsbourne’s investigation that dealt with schizo- 
phrenic patients. Our results do, however, strongly 
suggest that the part of the investigation which in- 
volved normal hypnotized subjects was flawed and 
that the results cannot be used to support the subvo- 
calization hypothesis. . 
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Not All That Moves Is Tardive Dyskinesia 


Vikram Khot, M.D., and Richard Jed Wyatt, M.D. 


Objective: Because tardive dyskinesia and spontaneous dyskinesia appear the same, it is 
difficult to determine whether an individual patient’s abnormal movements are induced by 
medication or have developed spontaneously. Therefore, estimates of the prevalence of tar- 
dive dyskinesia that are based on observations not adjusted for spontaneous dyskinesia are 
inflated. In addition, age is thought to be an important risk factor in the development of both 
tardive and spontaneous dyskinesias. The authors estimate the prevalence of both disorders 
for specific age groups. Method: The authors reviewed nine reports on dyskinesia prevalence 
that included history of neuroleptic treatment and related prevalence to age. A rating of 2 or 
more on the Abnormal Involuntary Movement Scale or an equivalent score on another scale 
was considered an indication of dyskinesia. If the subject had taken neuroleptics for more 
than 3 months, the movement disorder was classified as neuroleptic-associated dyskinesia; 
other dyskinesias were considered spontaneous. The prevalence of tardive dyskinesia was 
defined as the rate of neuroleptic-associated dyskinesia minus the rate of spontaneous ays- 
kinesia. Results: The true rate of tardive dyskinesia was below 20% for all age groups except 
70-79 years. The correlation between the rate of neuroleptic-associated dyskinesia and the 
rate of spontaneous dyskinesia was low. Conclusions: After age 40 the prevalence of spon- 
taneous dyskinesia is sufficiently high to conclude that many patients with diagnoses of 
tardive dyskinesia have abnormal movements attributable to causes other than neuroleptics. 


(Am J Psychiatry 1991; 148:661—666) 


T ardive dyskinesia is a syndrome of abnormal in- 
voluntary movements that develops in some pa- 
tients during long-term treatment with neuroleptics. It 
is characterized by choreoathetoid movements, usually 
in the orofacial area but sometimes in the limbs and 
trunk (1). Estimates of the prevalence of tardive dys- 
kinesia vary from 0.5% to 65% (2). To estimate the 
true risk of developing tardive dyskinesia it is neces- 
sary to know the risk, to patients who have what ap- 
pear to be neuroleptic-associated abnormal move- 
ments, of developing similar movements (spontaneous 
dyskinesia) if they had never taken neuroleptics. 
Spontaneous dyskinesia consists of movements phe- 
nomenologically similar to neuroleptic-induced dyski- 
nesia and was described by Kraepelin (3) in patients 
with schizophrenia long before the introduction of 
neuroleptics. A recent retrospective examination of 
Ticehurst House Asylum casebooks in England (4), 
covering the years 1850 to 1889, showed that over 
25% of the patients with schizophrenia (diagnosed 
with the Research Diagnostic Criteria [5]) had move- 
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ments which today would be described as tardive dys- 
kinesia. The prevalence of spontarceous dyskinesia has 
been reported to be anywhere between 9% and 53% 
(6). 

Because spontaneous dyskinesia and tardive dyski- 
nesia appear phenomenologically the same, it is diffi- 
cult or impossible to determine whether an individual 
patient’s abnormal movements are induced by medi- 
cation or have developed spontaneously. Therefore, es- 
timates of the prevalence of tardive dyskinesia that are 
based on observations not adjusted for spontaneous 
dyskinesia will be inflated. 

If there were a reliable estimate of tardive-dyskine- 
sia-like movements from the preneuroleptic era, it 
would be possible to calculate the true risk of devel- 
oping tardive dyskinesia by subtracting -hat rate from 
the current rate of patients who are being treated with 
neuroleptics and have movement disorders. Unfortu- 
nately, preneuroleptic surveys of abnormal movements 
in psychiatric populations are few in number, generally 
do not present percentages, and are further limited by 
the absence of specified criteria that can be used to 
make comparisons with neuroleptic-era studies. 

Fortunately, however, since the introduction of neu- 
roleptics, surveys have been performed on patients 
never treated with neuroleptics. From a list of 19 stud- 
ies carried out between 1966 and 1984, Casey and 
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TABLE 1. Studies Showing Age-Related Prevalences of Neuroleptic-Associated and Spontaneous Dyskinesias 


Percent With Dyskinesia i 


Age (years, 
: mean or Neuroleptic- 
Study ON range) Description of Subjects Associated Spontaneous Comments 
Greenblatt et al., 153 72 Nursing home patients and psy- 38.5 2 Over 34% of the patients had 
1969 (9) chiatric patients chronic brain syndromes 
Crane and Smeets, 39 63-89 Recently admitted geriatric pa- 51.6 25.0 
1974 (10) tients in a state hospital 
Bourgeois et al., 270 76 Elderly subjects in a retirement 42 18 
1980 (11) home 
Blowers et al., 500 82.7 Residents of homes for the 48.4 31.7 
1981 (12) elderly 
Kane et al., 1982 151 123 Normal elderly 13 8 Higher ratings used as criteria to 
(13) be consistent with studies that 
did not use global ratings 
Barnes et al., 182 24-78 Psychiatric patients Prevalence of neuroleptic-associ- 
1983 (14) =39 21 ated dyskinesia for chronic 
40-49 24 schizophrenic patients not sig- 
50-59 26 nificantly different from prev- 
=60 49 alence for all psychiatric pa- 
85 17-81 Drug-free normal subjects tients aged 60 or older 
=39 2 
40—49 11 
50-59 26 
=60 14 
43 60-89 Chronic schizophrenic 49 
inpatients 
Lieberman et al., 400 73.1 Normal elderly 1.2 Low rate of movement disorders 
1984 (15) 291 83.3 Untreated geriatric patients with 4.8 in normal elderly due partly 
| organic brain syndrome to stringent diagnostic criteria 
79 85.5 Treated geriatric patients with 16.5 l 
l organic brain syndrome 
Chorfi and Mous- 100 16-32 Schizophrenic patients 14 0 
saoui 1985 (17, 
18) 
Chacko et al., 87 67 Elderly psychiatric outpatients 47 26 Disproportionately high number 
1985 (16) with mixed diagnoses of women 
Hansen (6) calculated the prevalence of abnormal in- METHOD 


voluntary movements in treated and untreated institu- 
tionalized patients who had been evaluated by the 
same investigators using the same assessment tech- 
niques. Gerlach and Casey estimated that the preva- 
lence of neuroleptic-associated dyskinesia was 19.8% 
and the rate of spontaneous dyskinesia was 5.9% (7). 


The difference, 13.9%, is the true prevalence of tardive - 


dyskinesia. Similar results were obtained by Morgen- 
stern et al. (8), who conducted a meta-analysis of data 
from 21 studies published between 1966 and 1985. 
They estimated that neuroleptic exposure accounted 
for 65% of tardive-dyskinesia-like movements in pa- 
tients who had been exposed to neuroleptics for at 
least 3 months; 35% of the movements were from 
other causes. Neither study specifically calculated the 
effect of patient age on the prevalence of tardive or 
spontaneous dyskinesia. 

Since age is thought to be an important risk factor in 
the development of both tardive arid spontaneous dys- 
kinesias, we estimated prevalence across various age 
groups for both disorders. On the basis of these esti- 


mates we calculated the age-related risk of developing. 


true tardive dyskinesia for patients who must take 
long-term neuroleptics. 
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To the relevant English-language studies covered by 
Casey and Hansen (9-15) and; one other English-lan- 
guage study (16), we added one study published in 
French (17). The French study (17, 18) is important 
because it adds to the representation of the 16—32-year 
age group. To differentiate between spontaneous and 
tardive dyskinesia, only studies that clearly indicated 
the presence or absence of neuroleptic histories were 
included. Similarly, only studies in which prevalence 
was matched with age were used. Table 1 describes the 
studies that fit these criteria. 

Abnormal movement rating scales and diagnostic 
methods varied among the studies; approximately one- 
half used the Abnormal Involuntary Movement Scale 
(AIMS) (19) or the Simpson scale or modified Simpson 
scale (20), and the rest employed less widely used 
methods and instruments (table 2). Generally, the 
studies included both males and females aged 16 to 89 
years. We were able to divide the subjects by decades 
of life—40—49, 50-59, 60-69, 70-79, and 80-89 years 
old—with the exception of the .16—39-year-old group. 
Unweighted or arithmetic means were calculated for 
each age group to determine the general risk of devel- 
oping a dyskinetic movement. ' 
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TABLE 2. Rating Instruments and Diagnostic Methods Used in Studies of Neuroleptic-Associated and Spontaneous Dyskinesias 


Study 
Greenblatt et al., 1969 (9) 


Rating Instrument 


Rating scale developed by Crane 


Crane and Smeets, 1974 (10) 7-point rating scale 


Bourgeois et al., 1980 (11) Villeneuve Rating System 


Blowers et al., 1981 (12) Modification of AIMS 
Kane et al., 1982 (13) 


Barnes et al., 1983 (14) 
rating technique 
Lieberman et al., 1984 (15) 
modified 11-item Scale for EPS 


Chorfi and Moussaoui, 1985 AIMS 
(17, 18) 
Chacko et al., 1985 (16) AIMS 


An abnormal movement rating of 2 or more on the 
AIMS (a rating of 1 on the AIMS denotes a minimal 
movement, which is defined as the extreme of normal) 
or its equivalent on another rating scale was consid- 
ered a positive indication of neuroleptic-associated 
dyskinesia if the subject had a neuroleptic history of 
more than 3 months. A period of 3 months was se- 
lected as a threshold because it is generally accepted 
that tardive dyskinesia rarely occurs before 3 months 
of neuroleptic treatment, although a few such cases 
have been reported (21—23). If the authors provided 
reasonable assurance that the patient did not have a 
history of neuroleptic exposure of more than 3 months 
and the patient had a rating of 2 or higher, these ab- 
normal movements were attributed to spontaneous 
dyskinesia. Although we did not attempt to evaluate 
the primary psychiatric diagnoses of the patients, the 
studies tended to include similar patients in the treated 
and untreated groups. 


RESULTS 


The mean prevalence by age of neuroleptic-associ- 
ated dyskinesia and spontaneous dyskinesia is pre- 
sented in figure 1. Both neuroleptic-associated and 
spontaneous dyskinesia increase with age, although 
neuroleptic-associated dyskinesia appears to reach its 
zenith in the sixth decade of life, when the rate for 
spontaneous dyskinesia is comparatively low (figure 
1). Figure 2 shows the true prevalence of tardive dys- 
kinesia, i.e., the prevalence of spontaneous dyskinesia 
subtracted from total dyskinesias in the neuroleptic- 
treated patients. The true tardive dyskinesia prevalence 
is below 20% for all age groups except 70-79 years; it 
appears to rise in the seventh and eighth decades and 
return to a fairly stable baseline in the ninth decade. It 
is interesting that the correlation between neuroleptic- 
associated and spontaneous dyskinesia was low (Spear- 
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Modified Simpson Dyskinesia Scale 
Barnes and Trauer tardive dyskinesia 


Simpson dyskinesia scale, AIMS, and 


Diagnostic Criteria 


Presence or absence of dyskinesia rated first by experienced 
registered nurse and college student indep2ndently, then 
blindly by experienced dsychiatrist 

Rating based exclusively on observed motor abnormalities in 
oral region; severity was measured from C (absent) to 5 
(extreme), although last two ratings were 70t used 

Orofaciallingual movements and movements of extremities 
were rated 

No scores provided, but movements described as moszly mild 

Raters trained in assessment of abnormal involuntary meve- 
ments, used standardized examination format 

Patients videotaped while taking simple reading test; ratings 
were blind and based on duration of movement over time 

Global ratings of at least mild tardive dyskiresia by two in- 
dependent examiners required to designate positive case 

Details not provided 


Tardive dyskinesia considered present if AIMS score was 2 
(mild) or above on any of the seven items 


FIGURE 1. Mean Prevalence by Age af Neurolept c-Associated Dys- 
kinesia and Spontaneous Dyskinesia in Subject. Who Had Taken 
Neuroleptics for Longer Than 3 Months? 
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70-79 


40-49 50-59 60-69 80-89 


AGE IN YEARS 


16-39 


"Based on nine studies (9—18). The number of studies (N) for each 
age group is as follows: 16-39, N=2; 40-49, N=1; 50-59, N=1; 
60-69, N=2; 70-79, N=4; 80-89, N=2. The mumber of patients 
for each age group is 16-39: N=45 and N=2 for nevroleptic- 
associated and spontaneous dyskinesia, respectively; 40-43: N=43 
and N=9; 50-59: N=72 and N=22; 60-69: N=119 and N=18; 
70-79: N=63 and N=53; 80-89: N=72 and N=134. 


man’s rho=0.25). The Friedman Block, Treatment test 
(a nonparametric two-way analysis of variance), which 
was used to compare neuroleptic-assocteted and spon- 
taneous dyskinesia across age groups, indicated a non- 
significant difference (t=0.66, df=11, p<0.41). The 
higher prevalence of neuroleptic-associated dyskinesia 
in the 70-79 age group approachec but did not 
achieve statistical significance (Wilcoxon signed rank 
test, p<0.2). While the authors of othe: reviews (1, 2, 
24) have noted a direct correlation between the year of 
publication of a study and the prevalence of tardive 
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FIGURE 2. True Mean Prevalence of Tardive Dyskinesia by Age in 
Subjects Who Had Taken Neuroleptics for Longer Than 3 Months? 
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“Based on nine studies (9—18). Prevalence of tardive dyskinesia was 
calculated as the prevalence of neuroleptic-associated dyskinesia 
minus the prevalence of spentaneous dyskinesia. 


dyskinesia, there was no significant correlation be- 
tween the year of a study’s publication and the prev- 
alence of neuroleptic-associated dyskinesia (rho=0.12) 
or spontaneous dyskinesia (rho=0.43) for the studies 
we reviewed. The somewhat stronger correlation for 
spontaneous dyskinesia than for neuroleptic-associ- 
ated dyskinesia is consistent with the findings of Mor- 
genstern at al. (8). When the prevalence of spontane- 
ous dyskinesia was subtracted from the prevalence of 
neuroleptic-associated dyskinesia to determine the 
prevalence of tardive dyskinesia and those numbers 
were correlated with the year of publication, there was 
a nearly significant inverse relationship (rho=—0.63, 
p<0.1, two-tailed). Because none of the correlations 
was statistically significant and the number of studies 
was small, no attempt to covary for the year of publi- 
cation and age-related >revalence was made. 

Figure 3 shows the age-related odds of directly at- 
tributing abnormal movements to neuroleptic treat- 
ment in a patient who exhibits abnormal involuntary 
movements and has taken neuroleptics for longer than 
3 months. 


DISCUSSION 


By definition, tardive dyskinesia occurs only after 
long-term exposure to neuroleptics. Nevertheless, a 
question that has been asked many times is raised 
here once more: Does neuroleptic treatment play an 


etiologic role in hyperkinetic dyskinesias? Owens et _ 


al. (25) compared chronic schizophrenic inpatients 
treated with neuroleptics to a similar group never 
treated with neuroleptics, and the findings are of con- 
siderable importance. It is the only study of its kind 
because both groups of patients had similar disorders 
with similar severity and they were assessed at the 
same time by means of standardized techniques. Sur- 
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FIGURE 3. Relative Risk of Tardive Dyskinesia, Compared With 
Spontaneous Dyskinesia, in Subjects of Different Ages Who Had 
Taken Neuroleptics for Longer Than!3 Months and Had Tardive- 
Dyskinesia-Like Movement Disorders” 


W 16:1 


ODDS 





16-39 40-49 50-59 60-69 70-79 80-89 


AGE IN YEARS 


} 
“Based on nine studies (9-18). The rélative risk is the ratio of the 
risks for the two disorders. i 


prisingly, there were few significant differences be- 
tween the groups in prevalence, severity, or distribu- 
tion of abnormal movements. At face value this study 
indicates that neuroleptics are not responsible for dys- 
kinetic movements, and, in fact, the authors stated, 
“The exact relationship between involuntary move- 
ment disorders and neuroleptic medication in chronic 
schizophrenia remains to be determined” (25, p. 461). 

The prevalence of tardive dyskinesia, however, in- 
creases with age, and the patients in the Owens et al. 
study who were never treated with neuroleptics were 
9.5 years (mean) older than the neuroleptic-treated pa- 
tients. In a subsequent analysis, in which the patients 
were matched for age, the prevalence of dyskinesia in 
the neuroleptic-treated group was significantly higher 
(p<0.05) than in the never-treated group (6, 26). The 
age-adjusted reanalyses of this study and most other 
studies strongly indicate that neuroleptics are respon- 
sible for some but not all abnormal involuntary move- 
ments in patients taking neuroleptics. 

As highlighted by the Owens et al. study, it is im- 
portant for understanding tardive dyskinesia’s epi- 
demiology and pathophysiology, as well as for clinical 
applications, to know the risk of its development. 
Since increased age appears to be an important risk 
factor for developing tardive dyskinesia, we have at- 
tempted to provide estimated risks for specific ages. 

A major obstacle in estimating the age-related risk of 
tardive dyskinesia is the paucity of studies providing 
age-related prevalence rates for neuroleptic-associated 
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dyskinesia, spontaneous dyskinesia, or both. The num- 
ber of studies is increased if both studies of paired 
subjects (age-specific prevalences of neuroleptic-asso- 
ciated dyskinesia and spontaneous dyskinesia in age- 
matched subjects) and studies of unpaired subjects 
(age-specific prevalences of neuroleptic-associated dys- 
kinesia alone and spontaneous dyskinesia alone) are 
combined. In studies of unpaired subjects, however, 
the variance increases dramatically because these stud- 
ies 1) tend to use dissimilar patient groups and 2) do 
not svstematically examine neuroleptic-associated and 
spontaneous dyskinesia with identical measures. There- 
fore, we used only studies of neuroleptic-associated 
dyskinesia and spontaneous dyskinesia in patients ex- 
amined by the same investigators. 

After we divided the subjects by decade of life (i.e., 
16-39, 40-49, 50-59, 60-69, 70-79, and 80-89), it 
became apparent that the data were sparse. Because 
the patients were inconsistently matched for gender we 
were unable to separate male and female subjects, but, 
among the studies reporting gender as well as age, the 
risk for females was higher than for males. Unfortu- 
nately, even though we chose to include only studies 
that examined patients both with and without neuro- 
leptic exposure by means of the same assessment tech- 
niques, there is little assurance that in most of the stud- 
ies patients in the same decade of life were matched 
either by primary diagnosis or severity of illness. 

Casey and Hansen (6) used weighted means, a 
method that gives greater consideration to studies with 
more subjects and hence may be more representative 
of the population of interest. Unfortunately, use of 
weighted means can easily exaggerate the value of a 
poorly or idiosyncratically performed study that hap- 
pens to include a greater number of patients. Since 
studies conducted in the late 1960s, in particular, had 
larger numbers of subjects and did not use standard- 
ized methods of assessment, we felt that using un- 
weighted means would provide more valid estimates. 

Another limitation of our study is that neuroleptics 
substantially mask dyskinetic movements. Masking of 
tardive dyskinesia by neuroleptics would be expected 
to lower the perceived prevalence of tardive dyskine- 
sia. On the other hand, neuroleptic dose reductions 
(leading to withdrawal dyskinesias in some cases) and 
the administration of anticholinergic medications in 
the neuroleptic-treated patients would be expected to 
produce inflated tardive dyskinesia prevalences. We 
were unable to determine the relative weight these fac- 
tors should be given in our calculations, but undoubt- 
edly they have influenced our estimates somewhat. 

It is striking that the true prevalence of tardive dys- 
kinesia changes relatively little with increasing age. 
The slight increase in prevalence of tardive dyskinesia 
after the sixth decade could be caused by many factors, 
some of which are worthy of a brief discussion. It is 
very possible that the increased prevalence with in- 
creasing age is the result of a measurement error. This 
would seem to be especially likely given the small num- 
ber of studies contributing to each age group. 
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One would expect there to be an accumulation of 
cases from one decade ta another. It is surprising that 
there is not a steady rise in cases with increasing age. 
At any rate, the apparent increased prevelence after the 
sixth decade could be duz to accumulation of patients 
who had developed tardive dyskinesia ir early decades 
of life. Because of our method of calculazion of tardive 
dyskinesia prevalence (subtraction of the rate of spon- 
taneous dyskinesia from the rate of neuroleptic-asso- 
ciated dyskinesia), this would be highkghted by the 
decreased prevalence of spontaneous dyskinesia that 
seems to occur in the seventh decade. 

Another possible explanation is that patients’ likeli- 
hood of developing abnormal involuntary movements 
during neuroleptic treatment may increase with in- 
creasing age (27). Finally, it is possible that the move- 
ments of tardive dyskiresia are physiologically the 
same as spontaneous movements but thet neuroleptics 
make them appear earlier than they would otherwise if 
the patients never took neuroleptics (28). Since the risk 
of developing tardive dyskinesia appears to increase 
with the length of time a patient takes neuroleptics, the 
age-related prevalence of tardive dyskinesia suggests 
that the cumulative risk plateaus after a period of time. 
Robinson and McCreadie (29) survered the point 
prevalence of tardive dyskinesia in sch:zophrenic pa- 
tients from a discrete geographical area and reported it 
to be 31% in 1981, 27% in 1982. and 30% in 1984, 
The authors suggested that the prevalence of tardive 
dyskinesia in a community of sckizopkrenic patients 
had reached a plateau. Barnes et al. (3C), however, in 
a 3-year follow-up study of patients examined for tar- 
dive dyskinesia, reported an increase in the point prev- 
alence of dyskinesia from. 39% to 47%. In an ongoing 
prospective study, Kane et al. (27) found a curvilinear 
relationship between age and tardive cyskinesia: the 
risk remained fairly stable between ages 20 and 40 and 
rose with increases in age. In a 5-year prospective lon- 
gitudinal study of a cohort of schizophrenic outpa- 
tients, Chouinard et al. (31) did not find the effect of 
age to be significant but reported a twofold increase 
in prevalence, concluding that vulnerability to severe 
parkinsonism, poor schizophrenia prognosis, and long 
duration of neuroleptic treatment (5 years) were im- 
portant risk factors for the development of tardive dys- 
kinesia. It is interesting that the mean eges of the pa- 
tients studied by these investigators var.ed (32): Kane 
et al. (27), 28 years; Chouinard et al. (31), 42 years; 
and Barnes et al. (30), 55 years. 

Finally, the slight decrease in the prevalence of both 
neuroleptic-associated and spontaneous cyskinesias dur- 
ing the seventh decade (figures 1 and Z) might be re- 
lated to a number of factors, including remission of the 
disorder and—in the case of neurolestic-associated 
dyskinesia—suppression of movements dy higher neu- 
roleptic doses (masking), altered neuro.eptic metabo- 
lism, and death. Explanation of these findings will 
clearly require further exploration. 

We were impressed that in the studies which met our 
criteria the rate of tardive dyskinesia aspeared to de- 
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crease with time and the rate of spontaneous dyskine- 
sia increased. An analysis of covariance, however, did 
not reveal a significant difference between the slopes of 
these two lines. 

The data presented should be relevant to the clini- 
cian, who must weigh the risk of a patient developing 
tardive dyskinesia and what the patient is told. The 
prevalence of spontaneous dyskinesia after the age of 
40 is sufficiently high to warrant the conclusion that 
many patients who might be diagnosed as having tar- 
dive dyskinesia because of the presence of neuroleptic 
treatment could have movement disorders properly at- 
tributed to causes other than neuroleptics. The ratio of 
tardive dyskinesia to spontaneous dyskinesia (figure 3) 
suggests that, with the exception of individuals in the 
16-39 and 70-79 age groups, making a diagnosis of 
tardive dyskinesia in any given patient is difficult. 

Although age remains the most consistent patient- 
related risk factor associated with the development of 
tardive dyskinesia (32), further work is needed to de- 
fine more clearly other contributing factors. We have 
estimated the general risk of developing an abnormal 
dyskinetic movement across specific age groups. This 
information has important implications for patients 
who are interested in the long-term use of antipsychotic 
medications. Since many patients will develop abnormal 
movements regardless of whether they take neuroleptics, 
our data suggest that the risks from these medications 
are somewhat less than is generally thought. 
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Imipramine Treatment of Methadone Maintenance Patients 
With Affective Disorder and Illicit Drug Use 


Edward V. Nunes, M.D., Frederic M. Quitkin, M.D., 
Ronald Brady, M.D., and Jonathan W. Stewart, M.D. 


Of 17 consecutive patients receiving methadone maintenance treatment who had primary 
or chronic depression, nine (53%) improved in both mood and drug abuse after imipramine 
treatment. This finding suggests a potential for helping such dual-diagncsis patients reauce 
drug abuse and associated risk for HIV. Further controlled trials are warranted. 


(Am J Psychiatry 1991; 148:667—669) 


N j ethadone maintenance is frequently compli- 

cated by continued drug abuse and associated 
behaviors that place the patient at high risk for HIV. A 
fraction of these patients may have affective disorder 
and use illicit drugs to “‘self-medicate.” In such pa- 
tients antidepressant treatment might improve both 
mood and drug abuse. 

Six studies have tested the use of tricyclic antidepres- 
sants to treat depressed methadone patients (1—5 and 
unpublished study by B. Goldstein and associates de- 
scribed by Woody et al. [6]). Most showed improve- 
ment in depressive symptoms (3—5 and Goldstein et 
al.), but there was little evidence for reduction in drug 
abuse. The limitations of these studies include small 
sample sizes, short trial lengths, and modest tricyclic 
doses. Perhaps most important, in all studies depres- 
sion was diagnosed on the basis of cross-sectional 
symptoms. Longitudinal studies have shown that most 
depression in opiate addicts is transient (7—9), perhaps 
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representing drug-induced or situational dysphoria 
rather than medication-responsive affective disorder. 
Supporting this idea are the high rates of response 
to placebo in several trials (1, 2, and Goldstein et al.). 
We therefore carried out an open pilot trial of imipra- 
mine for methadone patients with primary or chronic 
depression identified with criteria based on lifetime 
history. 


METHOD 


The subjects were 17 patients (table 1) currently in 
methadone maintenance treatment at a community- 
based clinic who also met the DSM-III-R criteria for 
major depression (N=10) or dysthymia (N=7) that 1) 
was primary (antedated substance abuse on a lifetime 
basis) (N=9), 2) had occurred during at -east 3 months 
of abstinence in the past (N=5), or 3) had lasted at 
least 6 months during the current episode (N=3). 

The median duration of the current depressive epi- 
sode was 10 years (range: 8 months to 32 years). Seven 
patients also had panic disorder. Diagnosis was made 
on the basis of clinical history by experienced research 
psychiatrists (E.V.N., F.M.Q.). The patients were a 
consecutive series; some were recruited by random 
screening, but most were referred by their counselors 
because of depression and persistent drug abuse. 

The patients were seven men and 10 women; 14 
were non-Hispanic white, two were Hispanic, and one 
was black. Seven of the patients were unemployed. A 
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TABLE 1. Outcome of Imipramine Trial for Depressed Methadone Maintenance Patients 





Hamilton Percent of Urine 
Imipramine Depression Tests Positive 
Treatment Score for Illicit Drugs 
Age Dose Base- Week Base- Weeks 
Patient (years) Sex Diagnosis Drugs Abused* (mg/day) Duration line 12 line 6-12 
Responders , 
1 22 F Major depression Intravenous heroin 300 9 months 16 | 1 71 14 
2 35 M Dysthymia Diazepam, intra- 125 9 months 15 ` 3 10 7 
venus heroin l 
3 32 M — Major depression Free-base and in- 300 8 months e 3° 43 0 
travenous co- 
caine 
4 39 M  Dysthmia Free-base and in- 200 5 months 11 2 65 50 
tranasal cocaine 
5 44 F Major depression Heroin craving* 300 11 months 26 © 1 0 of 
6 40 M —_— Dysthymia Heroin, diazepam 300 10months 12 2 60 19° 
7 30 F Major depression Intravenous co- 250 9 months 17 3 56 8 
caine, heroin 
8 35 M Dysthymia Intravenous co- 250 9 months 18. 0 73 37 
caine, heroin i 
9 35 F Major depression Intravenous co- 200 10 months 19 - 1 24 3 
caine, heroin 
Nonresponders , 
30 F Dysthymia Intravenous heroin 100 6 months 14. 5 100 100 
11 38 F Dysthymia Intranasal cocaine, 250 6 weeks 14° 13° 61 100° 
heroin i 
12 34 F Dysthymia Free-base cocaine 300 4 months 14` 2 55 25! 
13 26 F Major depression Intravenous heroin 150 5 months 16 12 60 62 
14 37 M Major depression Diazepam 250 8 weeks 22- 6° 52 100 
15 39 M Major depression Intranasal cocaine, 250 4 months 20 | 10° 63 43 
heroin : 
16 31 F Major depression Intravenous heroin 100 6 weeks 19 3° 38 20° 
17 29 F Major depression Free-base cocaine 300 5 months 23 8 90 33 


a«Free-base” includes free-base and crack cocaine. 
Hamilton score at week 64. 


“Craving only (no use) at baseline, very much reduced after treatment. 


Continued use of prescribed diazepam but stopped on request. 


(Across 4 weeks before end of study for patients who completed less than 12 weeks. 


‘Continued heavy alcohol abuse. 


history of affective or panic disorder in first-degree rel- 
atives was probable for six patients and possible for 
five others. All but one were currently using illicit 
drugs, and nine used drugs intravenously. One (patient 
5) was abstinent but had strong drug cravings and was 
included because we felt she was at high risk of drug 
relapse if untreated. 

An additional seven patients, four women and three 
men, dropped out within 3 weeks of beginning imip- 
ramine treatment because of noncompliance (N=5) or 
side effects (N=2). These patients otherwise resembled 
the 17 completers demographically and diagnostically. 

After giving informed consent, the patients began 
taking imipramine “open label.” The dose was in- 
creased weekly in 50-mg increments as tolerated, and 
the maximum dose ranged from 100 to 300 mg/day 
(median: 250 mg/day). The trial length ranged from 6 
weeks to 11 months. The Hamilton Rating Scale for 
Depression was administered at baseline and at weeks 
6 and 12. Self-reported drug use was recorded weekly. 
Weekly complete urine drug screens were available for 
up to 6 months before and throughout imipramine 
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treatment. The proportion of positive urine tests dur- 
ing treatment was computed with all values after week 
6 in order to reflect the entire'follow-up period. 


RESULTS 


All but two patients (patients 11 and 13) experi- 
enced a marked reduction in depression and panic 
symptoms during imipramine treatment. As shown in 
table 1, nine patients (53%) were classified as respond- 
ers. They either became completely abstinent (patients 
3, 5, and 7) or achieved at least 1 month of abstinence 
with intermittent lapses. Lapses occurred upon expo- 
sure to persons or situations associated with past drug 
use (patients 1, 4, and 9) or during severe stress, such 
as divorce (patient 8) or the death of a loved one (pa- 
tients 2 and 6). One of these patients (patient 8) con- 
tinued drug abuse and dropped out. The rest were able 
to resume abstinence. Eight patients (47%) were con- 
sidered nonresponders because they were unable to 
mount stretches of abstinence, although two (patients 
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12 and 17) achieved a partial benefit and reduced the 
frequency of their drug abuse. 


DISCUSSION 


Our findings depart from the existing literature in 
suggesting that tricyclic antidepressants may help re- 
duce illicit drug use in depressed methadone mainte- 
nance patients. Our results may arise from higher med- 
ication doses and a longer trial length. However, we 
suspect our use of lifetime criteria to determine pri- 
mary or chronic affective disorder (rather than cross- 
sectional symptoms) to be the most critical factor. 

The study has serious limitations. Because it is an 
uncontrolled, open-label trial, the rate of response to 
placebo could be high as in several prior studies (1, 2, 
and Goldstein et al.). We saw our patients weekly and, 
in addition to medication adjustment, provided sup- 
port and relapse prevention strategies. This added pro- 
fessional attention could have engendered a placebo 
effect. On the other hand, our patients had chronic 
symptoms despite longstanding methadone treatment 
and related counseling and would thus seem unlikely 
placebo responders. 

A potential drawback is that our subjects were het- 
erogeneous. We included patients with dysthymia in 
addition to those with major depression because in our 
experience they respond to medication (10) and be- 
cause we were seeking patients with chronic dyspho- 
ria, who we find have low rates of response to placebo 
(10). The high rate of comorbid panic disorder (seven 
of 17) is common in depressed patients. Panic disorder 
also responds to imipramine. At the same site we 
treated a patient with panic disorder alone, and he 
subsequently reduced his diazepam abuse substan- 
tially. Finally, our patients were abusing a variety of 
drugs and combinations. This is characteristic of meth- 
adone patients. Also, the self-medication hypothesis 
holds that treatment of dysphoria should reduce drug 
abuse regardless of the specific drugs of choice. 

The improvement in affective symptoms was more 
robust than the improvement in drug abuse. Many of 
the “nonresponders” had improved mood yet contin- 
ued their drug abuse. Among the “responders,” who 
achieved periods of abstinence, lapses occurred. This 
suggests the course of drug abuse is independent of the 
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course of affective disease to some degree, limiting the 
impact of antidepressant: treatment and highlighting 
the need for concurrent psychosocial intervention. 

A final caveat is that the prevalence 2f primary or 
persistent affective disorder, as we have defined it, is 
probably low among methadone maimtenance pa- 
tients. In a random sample of women ftom the same 
methadone clinic, 16 (33%) of 43 met our criteria. 
Nine of these 16 were abusing drugs, intravenously in 
eight cases. This is consistent with the finding by 
Rounsaville et al. (8) that 21%—26% of =piate addicts 
have chronic dysphoria. If antidepressant medication 
helped one-half of such dual-diagnosis patients control 
drug abuse, it would be a useful treatme=t with impli- 
cations for both the drug abuse and HIV epidemics. 
Further controlled trials are warranted. 
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Nancy C. Andreasen, M.D., Ph.D., Editor i 


TEXTBOOKS 


Introductory Textbook of Psychiatry, by Nancy C. An- 
dreasen, M.D., Ph.D., and Donald W. Black, M.D. Wash- 
ington, D.C., American Psychiatric Press, 1991, 539 pp., 
$49.95; $35.00 (paper). 


Psychiatry in the United States has changed. It has become 
extremely interested in objective and reliable diagnoses; it 
has more specific treatments than it ever had before; and it is 


beginning to understand the biological components of the . 


multi-etiologic processes that lead to the development of psy- 
chiatric problems. Although most departments of psychiatry 
convey to their medical students the excitement of the field, 
they have not had a textbook of psychiatry to complement 
these efforts. The Introductory Textbook of Psychiatry by 
Drs. Andreasen and Black represents not only the knowledge 
base but the spirit and excitement of the “new” psychiatry. It 
is the best textbook of psychiatry for medical students that I 
have seen to date. Most publishers and departments of psy- 
chiatry have lamented the lack of a good textbook, but this 
is no longer the case. 

The book is divided into four sections. The first, Back- 
ground, includes such topics as the history of psychiatry, 
diagnosis and classification, interviewing and assessment, 
laboratory tests, and the neurobiology of mental illness. Sec- 
tion two, Psychiatric Disorders, covers psychopathology, 
keeping fairly close to the DSM-III-R diagnostic categories. 
Section three, Special Tapics, is devoted to suicide, AIDS, 
and disorders of childhood and adolescence. Section four, 
Treatment, deals with psychosocial and somatic treatments. 

The text is exactly at the correct level for medical students 
in that it is neither overly detailed nor underplayed. It gives 
a clear descriptive picture of each disease entity as well as 
practical guidelines for diagnosis and treatment. The refer- 
ences are excellent and limited. (The limiting of references is 
useful because the student is not overwhelmed.) The tables 
are uniformly helpful, and the text has bold headings to 
highlight important points. Best of all, it is a very well-writ- 
ten and clear text, meant to teach and, particularly, to teach 
medical students. It is of interest to compare the chapter on 
neurobiology of mental illness (chapter five) in this text with 
the chapter written by Coyle in The American Psychiatric 
Press Textbook of Psychiatry, edited by Talbott, Hales, and 
Yudofsky (1), to see how simple this complex material has 
been made for medical students. The chapter by Drs. An- 
dreasen and Black gives enough to whet students’ appetite 
but not enough to mystify them. 

The chapter on history puts psychiatry into a very clear 
framework for the medical student. In a similar vein, the 
chapter on diagnosis is not only a good overview of the 
rationale behind DSM-III-R but also an excellent discussion 
on how this nomenclature came into existence. The chapter 
on interviewing contains detailed descriptions of major psy- 
chiatric symptoms and how to elicit them, which should 
prove extremely useful to students. It also covers various 
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structured interviews. All the phenomenological chapters are 
clear.and comprehensive and have detailed tables and de- 
scriptive materials supported by data from the literature. It is 
a pleasure to see data so clearly: interspersed to document 
phenomenology. 

In sum, this is a superb textbook. It is authoritative and not 
overwhelming. It will be widely used and make most educators 
of medical students envious that they could not produce such a 
readable volume. I think it is a book that the field has been 
waiting for and is a credit both to the authors and to contem- 
porary psychiatry. Drs. Andreasen and Black have made a sig- 
nificant contribution to the teaching of psychiatry and should 
be strongly commended by our field for doing so. 
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Clinical Psychiatry for Medical ‘Students, edited by Alan 
Stoudemire, M.D. Philadelphia, i B. Lippincott Co., 1990, 
662 pp., $32.50 (paper). 


Although said to be written for: ‘medical students, this text 
would be useful to the psychiatry resident or even to the 
practitioner preparing for Board examinations. It is a well- 
organized volume that is practical in style and outline-ori- 
ented so that the reader will be able to find answers to ques- 
tions. Each of the chapters has a series of charts or tables that 
summarize the high points. The number of tables per chapter 
depends on the content. Paragraph headings are introduced 
by boldface type. The readable typeface and attractive for- 
mat show a thoughtful approach to production. This type of 
organization will appeal to the student who wants a rapid 
review of the facts about a clinical condition. Most of the 
chapters also have a summary at the end called Clinical 
Pearls, and these pearls also make the content easy to review. 
The standard format for the chapters on clinical conditions 
begins with a definition, then reviews epidemiology, diagno- 
sis, differential diagnosis, etiology, and pathogenesis, and 
ends with an overview of clinical management. The orienta- 
tion of the content is eclectic, including biological and psy- 
chodynamic points of view. 

Each chapter has a general reading list applicable to its con- 
tents and accompanied by a more extensive series of references 
for the reader who wants to master some field in depth. 

Any book with 47 contributors would be expected to 
show considerable unevenness, but Dr. Stoudemire has taken 
his job seriously. The format is even across chapters. The 
tables as well as the clinical pearls:sections demonstrate con- 
sistency. Even the writing itself has a reasonable level of 
uniformity. 


i 
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The book includes two chapters on assessment, ten on 
clinical disorders, five on symptoms, three on therapies, and 
two on special settings (emergency rooms and general med- 
ical practice). There is a chapter on child and adolescent 
psychiatry but none on geriatrics. One appendix offers a 
section on the problem-oriented approach to teaching and 
another provides an audiovisual guide listing videotapes to 
accompany and illustrate specific chapters. The first chapter, 
“Psychiatric Assessment, DSM-III-R, and Differential Diag- 
nosis,” has a useful appendix outlining DSM-III-R. 

Deficiencies include the lack of separate chapters for geriatric 
psychiatry and for information about the function of the psy- 
chiatrist in certain specialized settings. For example, there is no 
adequate section about psychiatry in nursing homes, public 
hospitals, or community mental health centers, although psy- 
chiatrists spend considerable effort in such locations. 

Dr. Stoudemire is to be congratulated for this practical and 
readable text. It will be easy for the experienced clinician to 
locate information for a rapid and competent review. Med- 
ical students will appreciate the organization that makes it 
possible to identify highlights and to prepare for the expected 
examinations. It is recommended for such audiences and 
purposes, but not as a reference work. 


DONALD G. LANGSLEY, M.D. 
Evanston, Ill, 


SUBSTANCE ABUSE 


Children of Alcoholics: Critical Perspectives, edited by 
Michael Windle and John S. Searles. New York, Guilford 
Press, 1990, 244 pp., $30.00. 


Beginning in the early 1980s a remarkable new concern 
arose on the medical-social horizon, centered on a sizable group 
of people called children of alcoholics. There were an estimated 
28 million children of alcoholics in the United States—one out 
of every eight Americans. Conferences sprang up, well attended 
by social workers, alcoholism counselors, children of alcohol- 
ics, and a smattering of psychologists and psychiatrists. Na- 
tional foundations for children of alcoholics were established. 
A new lecture circuit came into existence starring experts on 
children of alcoholics, who often were themselves children of 
alcoholics. 

The children of alcoholics movement was mainly pro- 
moted by people who adopted an environmentalist’s expla- 
nation for alcoholism. Behind the movement is the assump- 
tion that children are mainly products of their upbringing. In 
a sense, the children of alcoholics movement has been a 
counterweight to genetic studies—keeping the nature-nur- 
ture controversy in a dynamic equilibrium. 

Are children of alcoholics a special group of individuals 
who are prone to specific disorders requiring specialized 
care? The editors of this timely and well-organized book 
have performed a useful service for workers in the field by 
assembling a panel of 10 experts (eight plus the editors) who 
review the scientific literature bearing on this important 
question. They have reviewed more than 1,000 publications 
and are generous with theories to serve as foundations for 
future research. Most of the papers, it appears, are of ‘“‘heu- 
ristic” value, meaning that the data are inconclusive. The 
editors acknowledge this: “It is important to recognize that 
the COA [children of alcoholics] research literature is in its 
infancy as a body of knowledge, that many contradictory 
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findings have been reported .. . and that little evidence exists 
to suggest the kinds of preventions and interventions that are 
most likely to be helpful for COAs” (p. 217). 

The chapters include reviews of the prevalence of alcohol- 
ism among children of alcoholics, biological markers, neuro- 
psychological characteristics, genetics, temperament, family 
factors, and prevention/treatrment approaches. Each chapter ac- 
knowledges the limitations of existing data; each ends with 
suggestions for future research. 

Dominating the book is something called “new wave in- 
teractionism.” In the preface, Robert Zucker quotes H.L. 
Mencken: “For every complex problem there is an easy an- 
swer... and it is wrong.” New wave interactionism would 
suggest that for every complex problem there is a complex 
answer—and whether it is right or wrong is anybody’s guess. 

Fortunately, the value of the book does not depend on the 
adoption of any theoretical scaffold. The book should appeal to 
specialists from several disciplines who have not succumbed to 
dogma and rhetoric: researchers, educators, and clinicians. 


DONALD W. GOODWIN, M.D. 
Kansas City, Kan. 


Marijuana, by Mark S. Gold. New York, Plenum, 1989, 259 
pp., $32.50. 


Along with alcohol and opium, marijuana ranks as one of 
the world’s oldest intoxicants. In 1735 the Swedish totanist 
Carolus Linnaeus classified marijuana as Cannabis sativa 
and eased open a door for scientific research regarding an 
herb whose incorporeal properties have been appreciated in 
Eurasia for more than 4,000 years. Scientific thought regard- 
ing marijuana has often been at odds with social opinion, 
resulting in arguments simply because scientific evidence has 
been inconclusive, contradictory, or lacking. Even during the 
last decade of the twentieth century the risks and conse- 
quences of marijuana use are vehemently debated. Still, it 
remains a substance with entangling medical, social, and eco- 
nomic ramifications. 

This book’s premise is simple and straightforward: The 
answer to the question, Does marijuana cause health prob- 
lems? is, from the viewpoint of a thoughtful physician and 
scientist, an unequivocal yes. Citing a wide array of current 
scientific evidence, Gold delineates the many ways that mar- 
ijuana injures mind and body. He cites indisputable respira- 
tory, immunologic, and endocrine impairments linked to 
marijuana use, and, despite the once-popular belief that 
“grass” lines the yellow brick road to true understanding, 
Gold thoroughly explores the telling psychiatric implications 
of cannabis abuse. 

In the current clinical setting, marijuana abuse is often a 
landmark in the profile of individuals who practice polysub- 
stance abuse. This complication, and the widespread view 
that marijuana use is harmless and “risk-fr2e” (which pre- 
supposes, of course, that abusive behavior does not have 
inherent risks), can cloud the clinical picture. With this in 
mind, a book that offers an updated medical and psycholog- 
ical understanding of marijuana should be helpful to virtu- 
ally all primary care speciazists. 

As with Gold’s earlier writings on substance abuse (1-3), 
Marijuana is informative and comprehensive yet escapes be- 
ing a weighty or laborious text. Graphs and tables are effec- 
tively used, and the style is streamlined, readable, and sprin- 
kled with useful clinical illustrations. I was particularly 
impressed by the accessible organization. Each chapter cou- 
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ples evenly with the preceding but is capable also of standing 
alone, independently embracing its subject. Busy clinicians 
can readily tailor specific readings that are most suitable for 
their needs. A sampling of topics include the following: can- 
nabinoid pharmacology, laboratory detection, medical prob- 
lems, psychiatric problems, diagnosis, treatment, and some 
interesting views on prevention of cannabis abuse. All chap- 
ters are extensively referenced. 

There are many reasons to recommend this book and few 
obvious criticisms. One may argue that the list price is a bit 
hefty for a small specialty text, but I know of no other work 
that so deftly handles the topic. It would be a valuable ref- 
erence for general psychiatrists and other clinicians with a 
subspecialty interest in scbstance abuse. 

As I considered an overall assessment of this book, an 
analogy occurred to me. | suspect that a few semesters have 
passed since many readers of this review have browsed the 
aisles of a collegiate bookstore gathering texts for undergrad- 
uate study. As I recall, next to each stack of books marked 
“required reading” was an assortment of texts marked “‘rec- 
ommended reading.” For the diligent student, the latter pro- 
vided depth and background beyond rudimentary concepts. 
In my view, Mark Gold’s work stands solidly in the domain 
of highly recommended reading. 
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CAPT. JOHN R. CUSACK, MC, USN 
Charleston, §.C. 


Recent Developments in Alcoholism, vol. 7: Treatment Re- 
search, edited by Marc Galanter. New York, Plenum, 1989, 
371 pp., $65.00. 


According to the editor, this volume deals with the issue 
of treatment research. In the foreword, Margaret Bean- 
Bagoy notes that “the overall value of this volume is to express 
and to facilitate a transformation going on in the field [of 
alcoholism].” 

These two statements are important for the reader. This 
compendium of current research papers is divided into four 
sections. The first two are updates on clinical issues; one 
deals with data collected relative to Alcoholics Anonymous 
(AA), and the other deals with family dynamics in alcohol- 
ism. Sections three and feur deal with biological issues; one 
presents the data on serotonin’s ethanol preference, and the 
other focuses on the clinical pharmacology of serotonin, ben- 
zodiazepines, and lithium in alcoholic patients. 

Each of these sections is important for physicians who 
consider themselves knowledgeable about alcoholism and al- 
coholic patients. Each section would also stand alone for the 
clinician or basic scientist who wishes to know the latest data 
about any of these areas. 

When one reads the volume as a whole, the very disparate 
look of sections two and three can be a little disconcerting 
because the editor has let the editor of each section provide 
an introduction without any reference to the overall goals of 
the volume. 

The first section is extremely important for any clinician in 
the field of alcoholism. 4A and the 12-step model are the 
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bastion for the majority of alcoholism treatment program- 
ming in the United States. At this: point, there are a number 
of studies that challenge AA as a “stand alone” therapy. This 
section of the book not only deals with the results of those 
outcome studies but attempts to put AA in a historical per- 
spective and as a backdrop for other therapeutic modalities. 
It also defines and outlines the concept of codependence ac- 
cording to DSM-III-R-style criteria. Codependence is an im- 
portant clinical concept that has been vague and perhaps 
overused to date. 

The second section, on families, builds on the issues of code- 
pendence and reexamines the literature and data dealing with 
culture and alcoholism as well. The involvement of the family 
in the individual’s drinking pattern and drinking life clearly 
becomes an important facet of these patterns. Family therapy 
and family intervention systems have been found by many 
treatment programs to be essential to the recovery program. 
Clinicians need to understand the research and outcome studies 
that are presented in this section of the book as they begin to 
weave family factors into their treatment programs. 

The third and fourth sections of this volume underscore 
the need of the clinician to understand the biochemistry of 
alcoholism. At this stage, most clinicians may not actively 
consider the role of serotonin (5-HT) in the treatment of the 
alcoholic patient, but one certainly needs to understand the 
role of 5-HT in the mechanisms ‘leading to alcohol prefer- 
ence. The clinician also needs to begin to think in terms of 
understanding and eventually using modalities that may in- 
clude serotonin-active drugs or serotonin-uptake blockers in 
an overall recovery program. — 

The last section presents clinical pharmacological data on 
the benzodiazepine receptors and: the mechanisms and uses 
of benzodiazepines in withdrawal and treatment programs, 
as well as data on the uses of lithium for controlling alco- 
holism. This section concludes with a short but very impor- 
tant discussion of methodological and ethical issues in con- 
ducting research with alcohol-dependent subjects. 

Taken either section by section or as a whole, this volume 
is an important addition both to this series and to the general 
literature on alcohol dependence. Many in the field of alco- 
hol and alcoholism have functioned on intuition and tradi- 
tion without applying the scientific method to ascertain the 
important aspects of each approach. This volume challenges 
the clinician not only to avoid having a totally unitary ap- 
proach to alcohol treatment but also to understand and use 
a multimodality approach. 


ARON S. WOLF, M.D. 
Anchorage, Alaska 


In-Patient Treatment for Alcoholism: A Multi-Centre Eval- 
uation Study, by Heinrich Kiifner and William Feuerlein 
in collaboration with Klaus Antons, Dieter Feidel, Thomas 
Flobrschiitz, Erwin Hansert, and Manfred Huber. New 
York, Springer-Verlag, 1989, 377 pp., $88.10. 


This book presents the results of a multicenter alcoholism 
treatment outcome study. The project consisted of the pro- 
spective study of 1,400 alcoholics who were treated in 21 
rehabilitation facilities in West Germany. The participating 
facilities were classified according to type of treatment of- 
fered, admission selection criteria, duration of the treatment 
program, size of the program, and staffing pattern. Thera- 
peutic goals and the treatment environment were character- 
ized to determine how they interacted with patient charac- 
teristics to affect prognosis. The patient characteristics that 
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were studied included personality traits, attitudes, consump- 
tion patterns of alcoholic beverages and other drugs, demo- 
graphic status, and perceptions of the treatment. 

The most salient findings were the following: 1) No simple 
formula for determining prognosis at 6 and 18 months could 
be derived on the basis of combined consideration of subject 
and treatment variables. 2) The dropout rate from treatment 
was highest among patients who were in long-term treat- 
ment; however, these patients had the best outcome at 18 
months. 3) Approximately 10% of the patients met criteria 
for controlled drinking and were also clinically improved 6 
months after treatment. 4) Younger patients generally had a 
less favorable prognosis. 5) Treatment was cost effective, as 
indicated by substantial reduction of work absentee days. A 
wealth of additional findings are presented. Especially inter- 
esting are those relating to gender differences, the impact on 
outcome of therapeutic gains made in treatment, and the 
relative effectiveness of different treatment modalities. 

This study not only presents important new information 
but also should serve as a platform for future research aimed 
at delineating predictor variables for prognosis and the dy- 
namic interplay among treatment process variables. One 
drawback of this project, however, was that measurement 
was essentially limited to sociobehavioral variables and thus 
the conclusiveness of the findings must be tempered. Surpris- 
ingly, depression was not found to be among the top five 
ICD-$ secondary diagnoses assigned to the patients. Perhaps 
not as surprising but nonetheless noteworthy is the observa- 
tion that 53% of the patients were continuously abstinent for 
18 months after treatment. There is also reason to pause on 
noting that 72% of the patients who attended self-help 
groups following treatment remained abstinent; this after- 
care modality had the best success rate and was more than 
twice as effective as psychiatric treatment. 

Used as a general guide for determining who can most 
profit from treatment, the results indicate that at the time of 
admission the men who were employed, living with their 
spouse, and psychologically healthy and stable had the best 
outcome. Women who had the best prognosis were less se- 
verely disturbed psychologically, drank less alcohol per 
week, and were more assertive than women with poor out- 
comes. For both men and women, a previous history of al- 
coholism treatment was associated with a poorer prognosis. 
Generally, the findings illustrate that intact, socially stable, 
and competent individuals benefited most from treatment. 

In summary, the authors are to be commended for this major 
contribution. The project spans a 10-year period from its in- 
ception to preparation of this report. It is noteworthy that the 
results have not been published elsewhere. The carefully ana- 
lyzed data contain information that has major importance for 
improving the delivery of treatment services for alcoholics and 
ultimately for shaping health service delivery policy. 


RALPH E. TARTER, PH.D. 
Pittsburgh, Pa. 


DEPRESSION 


Phenomenology of Depressive Illness: Depressive Illness Se- 
ries, vol. 1, edited by J. John Mann, M.D. New York, Human 
Sciences Press, 1988, 256 pp., $34.95. 


The title of this book is somewhat restrictive. Although its 
major focus is the phenomenology of depressive illness, it 
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goes far beyond by including biological aspects as well as 
treatment recommendations. Nevertheless, ics focus on de- 
scriptive aspects of depression is very important and cer- 
tainly reflects the renewed interest of psychiatrists in the 
United States in phenomenology and classification of mental 
disorders as exemplified by the ever-expanding series of 
DSMs. Given the past flux in the nomenclature of depressive 
states and the emergence of newer classificatory systems over 
the past 25 years, a review of the present state is certainly 
very timely. 

The material of the book is presented in 12 chapters of 
differing strengths. In the opening chapter Theodore Shapiro 
and Deborah Weisbrot cover the semantics cf depression in 
an unusual and brilliant fashion, emphasizing how linguistic 
frames of reference limit cur nomenclature of depressive 
complaints and syndromes. An overly long “life” account of 
depressive illness is reported in the following chapter. The 
next chapter, a succinct summary by Elizabeth Charney and 
Myrna Weissman of the major epidemiologic studies pur- 
sued in the 1980s, is clear end informative. It points to the 
existence of a broader spectrum of disease in untreated in- 
dividuals than in hospitalized or treated patients. There is no 
chapter on genetics, although we are told to look for one. 
The chapter on bipolar disorders by Peter Stekes is excellent 
and includes descriptions of the high interepisode morbidity 
of patients with these disorders. The use of anticonvulsants, 
however, receives somewhat short shrift. Shelley Aarons’s 
chapter on atypical depression is well written and clinically 
very relevant. Given the various descriptions of this syn- 
drome, this up-to-date summary is extremely useful. The re- 
view of affective disorders in childhood and adolescence by 
P. Anne McBride and Theodore Shapiro is cencise and com- 
plete. This chapter also highlights the continuities between 
affective disorders that exist in children and in adults. Other 
particularly well-written chapters include “Geriatric Depres- 
sive Disorders” by George Alexopoulos, Robert Young, and 
Jonathan Holt and “Depression and Physical Illness” by 
David Cella and Samuel Perry. These chapters cover areas 
that are often neglected in books of this type. My only crit- 
icism ofthe chapter on physical illness is the lack of a more 
thorough treatment of chronic pain syndromes. 

Overall, descriptive aspects of depression are well treated 
in this book. However, biological and treatment aspects, 
when included, are treated superficially. Perhaps this was the 
aim of the editor. On the technical side, typographical errors 
are numerous. This is a very useful book, particularly for the 
generalist clinician who wants an up-to-date review of the 
descriptive aspects of the different zorms of depressive illness. 


JEAN-PIERRE LINDENMAYER, M.D. 
New York, N.Y. 


Hormones and Depression, edited by Uriel Halbreich. New 
York, Raven Press, 1987, 432 pp., $58.00. 


Following an initial phase of description and quantifica- 
tion, the study of psychoneuroendocrinology, or the relation- 
ship between emotional and behavioral states and neuroen- 
docrine functioning, is undergoing a period of reflection and 
reevaluation. This volume arose from a symposium held by 
the American College of Neuropsychopharmacology in 
1984, and it provides a useful review of both the current 
status of knowledge and the difficulties asscciated with fu- 
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ture advances’ in this area of investigation. Several of the 
chapters contain reviews that overlap with the authors’ con- 
tributions to other publications. Despite this seemingly inev- 
itable replication, the volume remains valuable ‘because it is 
thematically well coordinated and because it provides the 
reader with convenient access to a wide range of related 
topics. Although the hypothalamic-pituitary-adrenocortical 
(HPA) axis receives appropriate emphasis, considering its 
status as the most extensively studied endocrine system in 
depression, there are also several informative reviews of the 
thyroid axis, gonadal steroids, and hormonal responses to 
various pharmacological agents. 

The introductory chapter, which is authored by the editor, 
contains the first of several critical reviews of the “window 


into the brain” approach to the study of hormonal changes . 


associated with depression. Dr. Halbreich also comments on 
the problems encountered in the interpretation of “con- 
founding” factors and ends with a plea for acknowledgment 
that, despite their difficulties, multidimensional paradigms 
will be essential for future studies. Although some of the 
author’s proposals cannot yet be adequately tested, this is a 
thoughtful examination of many concerns that currently 
limit the applicability of psychoneuroendocrine studies in 
clinical psychiatric research. 

The contributions by Reichlin and Rose address the con- 
tinuing challenge presented by the interface between the 
physiology of stress and the biology of depression. Early 
attempts to distinguish the changes seen in depression from 
“mere” stress responses have been replaced by the recogni- 
tion that these pathophysiological processes are likely to be 
intertwined in a crucial and ongoing interaction. This con- 
tinues to be an important area for future study, and these 
chapters provide the reader with a summary of current 
knowledge. 

Meltzer reviews the contributions and limitations of the 
use of neuroendocrine challenge tests in the study of mono- 
amine receptor abnormalities in depression. Examination of 
the endocrine responses to a pharmacological challenge is a 
widely used strategy in the study of altered central neuro- 
physiology associated with psychiatric disorders and is cen- 
tral to the “window into the brain” approach. This chapter 
gives appropriate emphasis to the confounds that must be 
considered in the interpretation of data obtained by these 
methods. 

An entire section is given over to the HPA system in de- 
pression. Several authors critically examine the conceptual 
models and assumptions that have supported previous re- 
search in this area and outline new directions that might be 
fruitful. The reviews of the clinical applications of the dexa- 
methasone suppression test and the history of studies using 
corticotropin-releasing hormone probably contain little in- 
formation that has not been summarized elsewhere, but the 
topics belong in this volume and are clearly presented. 

The concept of the “window into the brain” is examined 
more closely in several ckapters that focus on the effects of 
neuropharmacological probes on neuroendocrine function- 
ing. Janowsky et al. restate the underlying assumption of the 
psychopharmacological bridge strategy that has served as the 
conceptual basis for much of this research: “If a given drug 
has specific neurotransmitter altering effects in animals, and 
at the same time has specific behavioral effects in man, there 
may be a causative link between the two observations.” This 
is followed, however, by a critical review of strategies based 
on the interaction between a single drug and neurotransmit- 
ters in neuroendocrine studies of pathophysiology in mood 
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disorders. As is noted by several authors, the inclusion of a 
longitudinal design is a key component for future studies of 
these phenomena. 

The chapter by Siever et al. contains a systematic and com- 
prehensive review of noradrenergic probes and effects on 
growth hormone and corticosteroid systems in animals as 
well as in normal and depressed humans. Their critical ex- 
amination of the various goals of these studies and the ob- 
servation that certain directions have faded but others have 
strengthened provides the basis for their suggestions for fu- 
ture studies. 

The section dealing with animal studies and their implica- 
tions for depression contains a number of chapters that are 
likely to be of value to clinical researchers looking for concise 
reviews of related areas of basic research. Unfortunately, the 
links with clinical depression are largely speculative and brief 
at this time, but they serve to emphasize the challenge inher- 
ent in attempts to link findings from animal behavioral en- 
docrinology with human psychoneuroendocrinology. The 
chapter by McEwen contains a careful examination of the 
role of adrenal, thyroid, and gonadal hormones in the me- 
diation of environmentally triggéred neural plasticity, and 
Duman and Enna review the interactions between pituitary- 
adrenal hormones and central noradrenergic function and 
question the relevance of these relationships to the link be- 
tween depression and stress. 

Clinical research in psychoneuroendocrinology is an area 
of biological psychiatry that is at'a crossroads and is argu- 
ably in need of refurbished conceptual underpinnings. In that 
context, this book provides not only a review of much that 
has been achieved but also the basis for thoughtful exami- 
nation of areas that are likely to prove of value in the future. 


AROE F. HASKETT, M.D. 
Ann Arbar, Mich. 


Dysthymic Disorder, edited by S.W. Burton and H.S. 
Akiskal. London, Gaskell (Royal College of Psychiatrists), 
1990, 125 pp., £7.50 (paper). 


This brief volume on the lengthiest of depressive disorders, 
dysthymia, is the proceedings of an international conference 
on dysthymia held in London in June 1987. It easily could 
have become a tower of Babel, reverberating with diverse 
viewpoints from different countries concerning a heteroge- 
neous syndrome. What emerges instead is a stimulating re- 
view and discussion, if not global consensus, on a contro- 
versial diagnosis. The book reflects exciting progress made in 
the past decade in this important, growing area of research. 
It illustrates the success of DSM-III and DSM-III-R in facil- 
itating nosologic communication across diverse settings. And 
it could almost be a Festschrift for Dr. Hagop Akiskal, whose 
prescient papers circa 1980 moe current DSM definitions 
of chronic depression. 

Concise chapters are followed by brief panel discussions 
from the conference. Experts from both sides of the Atlantic 
offer their views. There are three chapters by contributors 
from the United States, five from Great Britain, one from 
Italy, and one from Hungary. After a foreword by the late 
Max Hamilton, Akiskal recaps his division of primary dys- 
thymias into subaffective dysthymias and character spectrum 
disorders. The former have a true affective temperament, ab- 
normal REM latency, and positive family histories for mood 
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disorder and tend to respond to antidepressant medication. 
Character spectrum disorders lack those characteristics. Aki- 
skal hopes that psychopharmacological advances will shrink 
the pool of medication nonresponders in the future. 

The contributors from the United States are recognizable 
despite the British-style abbreviation of their first names. 
M.B. Keller and F.M. Sessa offer a lucid discussion of the 
development and clinical course of dysthymia, particularly 
focusing on its comorbidity with major depression. They re- 
late interesting unpublished data, rightly emphasizing the 
paucity of research in this area. R.M.A. Hirschfeld’s elegant 
exposition of personality and dysthymia demonstrates that 
dysthymic patients and their recovered dysthymic relatives 
are moody, fearful, introverted, and shy. 

Perhaps less familiar to American readers, the European 
contributors offer at times differing perspectives. One En- 
glish study, by N. Seivewright and P. Tyrer, compares dys- 
thymia with generalized anxiety disorder and panic disorder 
and examines the stability of dysthymia over time. In an- 
other, D. Murphy and S.A. Checkley studied dysthymic pa- 
tients at the Maudsley Hospital Emergency Clinic and found 
partial support for Akiskal’s nosology. Both studies have 
methodological limitations but are valuable for the discus- 
sion they evoked from other conference attendees. (Akiskal 
remarks that physicians and other professionals may consti- 
tute a special class of dysthymic individuals.) 

G.B. Cassano et al. present an intriguing if slightly diffuse 
study of social adjustment in dysthymia. Their review of the 
trait nature of social impairment in dysthymia has not been 
updated to include subsequent findings (1, 2), Although the 
biological underpinnings of chronic depression are of great 
interest, a disappointing chapter on serotonin (5-HT) and 
dysthymic disorder says nothing specific to dysthymia. An- 
other chapter on senile dysphoria is a tired review that adds 
little to our understanding of geriatric dysthymia. 

D.P. Goldberg and K.W. Bridges offer a wry look at the 
evolution of depressive taxonomies, including a section en- 
titled “DSM-III-R, ICD-10, and All That.” A tension builds 
between the American medical model of dysthymia and the 
British view that although chronic social problems may cause 
“a great deal of human misery” (p. 110), dysthymia is a 
subclinical state. Do American and European psychiatrists 
see similar patient populations? Z. Rihmer’s refreshing chap- 
ter, “Dysthymia: A Clinician’s Perspective,” ends the book 
with research (including some rather surprising dexametha- 
sone suppression test data) and clinical observations strongly 
endorsing Akiskal’s conceptualization of the syndrome. 

Dysthymic Disorder is a valuable meeting of good minds. 
It clearly reviews our evolving understanding of dysthymia 
and provides signposts for future research. I recommend it to 
psychiatrists with an interest in mood disorders. 


REFERENCES 


1. Kocsis JH, Frances AJ, Voss C, et al: Imipramine and social- 
vocational adjustment in chronic depression. Am J Psychiatry 
1988; 145:997-~-999 

2, Stewart JW, Quitkin FM, McGrath PJ, et al: Social functioning 
in chronic depression: effect of 6 weeks of antidepressant treat- 
ment. Psychiatr Res 1988; 25:213-222 


JOHN C. MARKOWITZ, M.D. 
New York, N.Y. 


Am J] Psychiatry 148:5, May 1991 


BOOK FORUM 


BORDERLINE PERSONALITY AND HYS ERIA 


Psychodynamic Psychotherapy of Borderlime Patients, by 
Otto F. Kernberg, Michael A. Selzer, Haro d W. Koenigs- 
berg, Arthur C. Carr, and Ann H. Appelbazm. New York, 
Basic Books, 1989, 210 pp., $22.95. 


Rarely does a new book appear that I find so useful I 
immediately place it on the reading list for my next semes- 
ter’s seminar for psychiatric residents. This 300k, by Kern- 
berg and his group at the New York Hospite!-Cornell Med- 
ical Center, Westchester Division, is one of -hose unusually 
worthwhile texts for teaching psychotheratey. It is clearly 
written and outlines the method used by these psychiatrists 
in their treatment of borderline patients. Since every psychi- 
atrist who works with patients will sooner or later come 
across individuals with the label of borderine, it is most 
useful to have a text of this nature at hand to offer guidelines 
to approach these patients and to understamd their mental 
gymnastics. 

Of course, the book assumes Kernberg’s abject relations 
orientation, which he has described many tines previously, 
but it leans heavily on the practical application of this ori- 
entation rather than on some of his more obscure theoretical 
speculations regarding what goes on in the mind of an infant. 
For this reason, it is possible to understanc and apply the 
techniques of these authors without seriously committing 
oneself to Kernberg’s object relaticns theory as far as normal 
and pathological developments are concerne=. 

The authors treat their patients face to faze two or three 
times a week, and the treatment centers on the perpetual 
interpretation of the transference. The idea is that each trans- 
ference dyad contains an cbject representazon and a self 
representation to which is attached a certain “affectual” 
charge. In borderline patients the dyads keec changing like 
scenes in a melodrama. This is an excellent way to conceive 
of their rapidly changing and often confusing transference 
manifestations, which produce such confusicn and counter- 
transference problems. In addition, the auttors offer many 
practical recommendations with which I agre, such as keep- 
ing the focus on the here-and-now as long as -he transference 
remains primitive or, in other terminolcgy, “archaic”; 
the focus is on what is affectively dominant. not on genetic 
explanations. 

As Kernberg has often explained elsewhere, the goal of the 
early phase of treatment is to enable coalescence of the “part 
self and part object representatior.s”-(p. 91) into more real- 
istic images through interpzetation. The therapist “labels” 
(p. 93) these for the patient. They are kept split, the authors 
hypothesize, due to the anxiety that would be elt if opposing 
representations with their afectual charges were felt together 
(discussed lucidly on pages 98 and 99). As a cinical example, 
“The therapist may point out how feelings toward the ther- 
apist-mother as a hateful, cold witch have been kept separate 
from feelings of him as a nurturant mother im order to avoid 
harboring hate for one who is loved—a stete that would 
produce intolerable anxiety” (p. 107). The therapist also 
traces how this occurs in the patient’s interpersonal relation- 
ships: “To bring the part selt and cbject representation to the 
patient’s awareness, the therapist often must retrieve them 
from their projected locations” (p. 107), 

The authors outline a clear step-by-step treatment ap- 
proach, This will have considerable appeal :o psychothera- 
pists in training. There are diagrams and case vignettes to 
add additional clarity. The s0o0k begins with a presentation 
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of DSM-III-R criteria, supplemented by a description of 
Kernberg’s concept of borderline personality organization. 
The murkiest section involves the authors’ attempt to apply 
Racker’s work on countertransference, and the neophyte 
may have trouble with their proclamation that “‘the therapist 
who has difficulty with concordant identification intensifies 
the complementary identifications” (p. 80) as well as the 
brief examples that are provided in the same paragraph and 
the next two paragraphs. The neophyte may also be confused 
or misled by the introduction of “symbolic transfer of the 
conflict into the realm af the physical and biological” (p. 
171), which is, to say the least, controversial and not really 
discussed by the authors. 

Among their excellent clinical comments the authors point 
out how acting out is highly gratifying and tends to perpet- 
uate itself in patients with borderline personality disorder 
and how heavily invested such patients are in sacrificing their 
lives while ignoring what they are doing to themselves. There 
is an aggressive force—an internal enemy—in the patient’s 
mind, and “the patient is tempted to collude with this inter- 
nal enemy to avoid a justified fear of that threat from within” 
(p. 173). Chapter eight, on suicidal behavior, threats to quit 
treatment, and lying, is especially useful for clinicians. 

The book suffers only from a rather uncritical acceptance 
of certain Kleinian concepts, which reaches its apogee on 
pages 138—141. Kernberg has a tendency to select those 
Kleinian concepts which he likes and ignore the rest, making 
the whole theory more acceptable to those psychiatrists who 
do not like some of Melanie Klein’s more far-reaching spec- 
ulations. It is possible, however, to use this book in practical 
clinical work without becoming entangled in either Klein’s or 
Kernberg’s theoretical preconceptions, and that is its main 
value. 

In conclusion, I would say that out of the many, many 
texts on the patient with borderline personality disorder 
available today, this is probably the best one for the psycho- 
therapist in training and for the clinician who wishes to read 
about some clear fundamental pointers on how to conduct 
the psychodynamic psychotherapy of such patients, without 
having his or her mind cluttered up by speculations, doubts, 
opposing theories, or alternative methods. 


RICHARD D. CHESSICK, M.D., PH.D. 
Evanston: Hl. 


My Work With Borderline Patients, by Harold F. Searles, 
M.D. Northvale, N.J., Jason Aronson, 399 pp., $45.00. 


Over the years, Harold Searles has provided us with some 
of the most profound and comprehensive contributions to 
the psychotherapeutic approach with both schizophrenic and 
borderline patients. I therefore approached the present vol- 
ume with high expectations, and it never let me down. It 
contains a thoughtful, clear description of a seasoned psy- 
chotherapist’s experience. Searles’s psychoanalytic frame in- 
tegrates a sophisticated conception of the pathology of in- 
ternalized object relations with a theory of technique based 
on transference and countertransference analysis. His theo- 
retical roots include psychoanalytic ego psychology, British 
object relations theories, and American interpersonal psy- 
choanalytic approaches. Beyond these various influences, 
Searles presents a highly original contribution to psychoana- 
lytic psychotherapy derived from his own long-standing 
experience with intensive psychotherapy with psychotic and 
severe personality disorders. 
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Perhaps the most central concept in Searles’s formulations 
in this book is the idea that borderline patients, by means of 
projective identification, project their pathogenic introjects 
onto therapists, who, in turn, in experiencing the conse- 
quences of these projective mechanisms in the countertrans- 
ference, tend to activate, as part of the countertransference 
regression, their own primitive dissociated introjects. The 
condensation of projected transference elements (the pa- 
tient’s introjects) and the therapist’s reactivated transference 
dispositions (the therapist’s own primitive layer of patho- 
genic introjects) permits therapists to identify with experi- 
ences that patients cannot tolerate in themselves and to share 
with patients their understanding of the nature of these prim- 
itive introjects. In interpreting the transference, therapists 
share with patients aspects of the countertransference that 
reflect their understanding and acceptance of this joint world 
of projected and reactivated introjects. 

On the negative side, Searles adds, the danger exists that 
therapists may not be able to tolerate the reactivation of their 
own past introjects within the countertransference. This may 
lead to premature interpretations of the transference and a 
consequent perpetuation of projection and reprojection by 
interpretation, leading to stalemates in the treatment. An- 
other negative possibility is that therapists may become fix- 
ated in their own countertransference regression and fail to 
extricate themselves interpretively from that situation. 

Searles warns against the danger of “brainwashing” pa- 
tients with premature interpretations, but he also refers to 
the temptation of patients to project their own brainwashing 
tendencies onto the therapist. He stresses the need for the 
therapist to accept the countertransference consequences of 
the patient’s transferences as an indispensable precondition 
for the patient’s eventual acceptance of the therapist’s inter- 
pretations. Searles offers abundant clinical evidence through- 
out this book to illustrate his proposal that every bit of psy- 
chopathology in the patient has a ‘counterpart somewhere in 
the therapist’s functioning and that there are always nuclei of 
real intuitions. in the transference developments. 

Another, related central concept is that of the therapeutic 
symbiosis as an indispensable precondition for psychothera- 
peutic work to proceed. Searles’s concept of symbiosis is a 
relatively broad one, including both actual merger phenom- 
ena (such as are characteristic of transference regression in 
schizophrenic patients) and those confusions or interchanges 
of aspects of their personality which are products of projec- 
tive identification operating mostly in the patient but also in 
the therapist. In fact, Searles might be overextending the 
concept of symbiosis, blurring to some extent the distinction 
between psychotic and borderline transference develop- 
ments. His clinical illustrations, however, map out unmis- 
takably the symbiotic relationships he has in mind. 

The therapeutic symbiosis, in Searles’s view, includes the 
patient’s multiple identifications with self and objects, pro- 
jected and introjected, and is characterized by profound am- 
bivalence because of the mutually contradictory nature of 
these identifications. This ambivalent symbiosis serves both 
as a defense against threatening primitive aggression associ- 
ated with the relationship to pathogenic introjects and as a 
potential for emotional growth as tolerance and working 
through of these mutually split-off internalized object rela- 
tions are achieved in the transference experience and analy- 
sis. Searles illustrates the many and complex forms these 
transference-countertransference developments may take. 
For example, the patient’s defensive detachment as the ther- 
apist’s vacation approaches may reflect, in part, the patient’s 
identification with the analyst’s defensive detachment be- 
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cause the latter cannot fully acknowledge his or her own 
dependency on the patient. The patient’s narcissistic with- 
drawal, therefore, interacts with the analyst’s defenses 
against the analyst’s own dependency needs toward the pa- 
tient as a transference object. Or, perhaps, oedipal-triangular 
relationships may be played out by the patient’s jealousy of 
a thriving plant in the therapist’s office. At times the therapist 
who feels “irrelevant” to the patient may represent the pa- 
tient’s projected “irrelevant” self. The therapist, in short, 
may become the patient’s self, his or her multiple introjects, 
live and dead, human and nonhuman. 

Searles reminds us of his earlier work regarding the differ- 
entiation of the animate and inanimate world on the basis of 
the normal introjection of mother during the symbiotic pe- 
riod of development; he points to the deepest levels of loss of 
orientation toward external reality when the most primitive 
maternal introjects are split-off and projected. 

Searles questions some standard assumptions of psycho- 
analytic psychotherapy, such as the autonomous develop- 
ment of the “real” relationship to the therapist in the early 
years of treatment. He points out that this “real” relation- 
ship more often than not may be a split-off, symbolically 
meaningful transference relationship that differs from other, 
dissociated, transference relationships: the “real” relation- 
ship can emerge only in advanced stages of the treatment as 
the consequence of working through split-off, primitive ob- 
ject relations in the transference. 

In an attempt to provide some general characteristics of 
Searles’s technique, I would stress his emphasis on the commu- 
nication of countertransference; his very careful and gradual 
development of transference interpretations against the back- 
ground of the tolerance and silent analysis within the therapist’s 
mind of the symbiotic relationship; a general tendency to tol- 
erate lengthy silences; a long-range time frame for giving pa- 
tients the “space” to experience themselves as different from the 
therapist in the relationship, to gradually hear more realistically 
what is being said, to listen to it, and to associate to it; and the 
therapist’s parallel process of growth in the capacity to hear, 
listen, and understand. Searles’s emphasis, that one can inter- 
pret only within the symbiosis—to do otherwise is to risk sterile 
intellectualizations—is the counterpart to his stress on the ther- 
apist’s need to tolerate split-off internalized, projected object 
relations from the patient in the therapist’s countertransference 
before interpretation can proceed, 

Searles, I think, tends to underemphasize the differences 
between psychoanalytic psychotherapy and psychoanalysis 
proper, in the tradition of the British Middle Group and 
interpersonal psychoanalysis as contrasted to ego psychology 
and Kleinian analysis. Searles’s contributions to counter- 
transference analysis are, together with Heinrich Racker’s 
work, most important tools for countertransference analysis 
with severe personality disorders, the psychoses, and severe 
regression in all cases. His understanding, for example, of the 
patient’s impulse to drive the therapist “crazy” and the trans- 
ference implications of this development is a classic in this 
field. 

One might raise a question, however, as to what extent 
Searles’s technique, particularly in the hands of less experi- 
enced psychotherapists, may foster acting out of the coun- 
tertransference and a consequent regression in the psycho- 
therapeutic symbiosis beyond actual therapeutic needs. 
Searles emphasizes the need for the therapist to internalize 
unconsciously the patient’s psychopathology in order to fos- 
ter its resolution, and he criticizes the tendency of “classical” 
analysts to maintain themselves separate from the therapeu- 
tic symbiosis. In my experience, this tendency applies more 
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to work with psychotic patients than with borderline pa- 
tients; on the other hand, some stalermates ir. intensive psy- 
chotherapy with borderline patients relate to the therapist's 
failure to provide a boundary of reality for tke patient. 

At the same time, Searles’s description of the artificial dis- 
tancing in the psychotherapy that may be caused by the ther- 
apist’s defensive avoidance of the symbiotic relationship (in 
the broad sense in which he uses the term) is very well taken. 
In this context, Searles makes the interesting observation that 
“autism in the transference” may sometimes reflect the en- 
actment of oedipal jealousy, an unconscious effort on the 
patient’s part to see that the two parents never be alone 
together. Nonrelatedness, of course, also frequently reflects 
an identification with an unavailable parent. 

Searles explores the very limits of the psychotherapeutic 
relationship in proposing that the patient can abandon his or 
her illness only if the therapist has come to ckerish it too, so 
that the patient’s improvement becomes an excerience of loss 
for both patient and therapist. This idea touches on some of 
the most complex and subtle aspects of the developments in 
long-term treatment of severely regressed patients. Searles 
also suggests that, just as therapists must become patients’ 
mothering shields against the outside world—so that patients 
can submerge themselves protectively within therapists— 
therapists must be able to submerge themselves in petients. 
Patients thus assume the function of the maternal shield for 
therapists as a precondition for abandoning the autistic 
stance. In other words, within the therapeutic symbiosis, pa- 
tients, by identification with the therapist, must accept their 
roles as both the protected infant and the protective mother 
who helps them to differentiate and individuete. 

Searles’s focus on the importance of facial expression as a 
direct revelation of unconscious thoughts and feelings is of 
great interest for its connection with contemporary research 
on early development and psychopathology of affect. The 
patient’s unconsciously identifying with the analyst’s facial 
expression is a reflection of an introjection of a primitive 
object. Facial expressions of the patient anc the therapist 
acquire a function in the transitional field that permits mu- 
tual identifications and expresses the tolerance of primitive 
affect in both of them. Searles criticizes Kohut’s focus on 
mirroring as being linked exclusively to the mirroring of lov- 
ing feelings. Therapeutic mirroring, Searles suggests, includes 
also the mirroring of the aggressive aspects of feelings: the 
experience and tolerance of facial expressions of aggression 
are indispensable aspects of symbiotic regression and even- 
tual individuation, the opposite of the implicitly patronizing 
attitude of an eternally even-tempered and friendly therapist. 
Patients read their own emotions in the therapist’s Face as 
well as the emotions of the therapist, and the same holds true 
for the therapist. 

Searles’s openness, his nondogmatic approach to his sub- 
ject, and his use of himself to illustrate the need for the 
therapist to accept pathology as well as continuing growth in 
himself and in his patient are refreshingly direct ways of 
opening to the reader the subtle, moving, and inspiring work 
of a pioneer and leader in this field. There are, of course, 
alternative approaches to the intensive psychoanalytic psy- 
chotherapy with borderline patients. The differences between 
various strategies of treatment still need to be investigated 
empirically. 

Our own group at the New York Hospital-Cornell Med- 
ical Center, Westchester Division, is in the early stages of the 
empirical investigation of a psychodynamic psychotherapy 
with borderline patients that, in its general lin2s, is commen- 
surate with Searles’s approach, although substantial differ- 
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ences also exist. We think it is possible to carry out interpre- 
tive work very early in the treatment of borderline patients 
and, using a more restrictive concept of symbiotic transfer- 
ences (which refers only to merger phenomena in psychotic 
patients), do not necessarily limit interpretive work to 
regressive phases of the -reatment. Also, although my own 
approach to the use of countertransference owes much to 
Searles’s work, I would probably be more restrictive in direct 
communication of countertransference observations to the 
patient. These differences, however, seem minor in the light 
of the emerging consensus regarding major strategies derived 
from psychoanalytic object relations theory applied to the 
intensive psychotherapy of borderline patients. 

Harold Searles’s book is a fundamental contribution to 
this field, and I heartily recommend it to all psychotherapists 
interested in the intensive psychotherapy of these very dif- 
ficult patients. 


OTTO F. KERNBERG, M.D. 
White Plains, N.Y. 


Perspectives on “Hysteria,” by Phillip R. Slavney. Baltimore, 
Jobns Hopkins University Press, 1990, 190 pp., $24.00. 


Last things first. In his two-page concluding chapter Dr. 
Slavney writes that this provocative monograph “could well 
be the last book with hysteria in its title written by a psychi- 
atrist.” His justification is that this anachronistic term fails to 
identify an entity. However, hysteria phenomena “are clini- 
cal realities, and their diagnostic recognition cannot be dis- 
missed as ignorance or arrogance.” So far, so good, but in 
the 190 preceding pages, the author and I sometimes part 
ways. 

Dr. Slavney briefly recounts the history of hysteria, then 
describes several modern perspectives—as disease, behavior, 
dimension of personality, and a life story. He rejects the term 
“Briquet’s syndrome” (also known as somatization disorder) 
because its proponents have demonstrated no “broken part.” 
Its adherents knew this zll along, he says, although this as- 
sertion is repeatedly contradicted in the writings of Guze and 
his Washington University colleagues. Dr. Slavney often re- 
turns to the concept of the broken part without ever defining 
exactly what it means. He seems to assume that, because 
pathological changes have not been demonstrated, they do 
not exist. However, I grant him the valid criticism that Bri- 
quet’s syndrome has focused too exclusively on the com- 
plaint while ignoring the complainer. 

For Dr. Slavney, hysteria is not something a person has but 
something a person does, It is best understood from the per- 
spective of the individua!’s life story. An interesting feature 
of this volume is the author’s retelling of Anna O.’s history, 
as interpreted by Breuer and Freud and by Hollender. Dr. 
Slavney cautions us to inquire carefully into the patient’s 
background and not to impose our own theoretical con- 
structs onto the material: “The substitution of dogma for 
detail is likely to impede, rather than assist, the formation of 
psychotherapeutic relaticnships.” 

This volume embraces a number of virtues often absent in 
medical writing. The prose is more than competent; at times, 
it sings. There are several excellent patient histories, includ- 
ing one of the best case studies of Briquet’s syndrome I have 
read. The references are conveniently collected in the back (a 
few of the more seminal works are somewhat idiosyncrati- 
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cally called epigraphs). There are interesting chapters on sex- 
ism in the diagnosis of hysterical personality disorder and on 
the sick role in hysteria. 

I believe, however, that in eschewing somatization disor- 
der as mere metaphor Dr. Slavney throws out both baby and 
bath water. The baby in this case is the virtue of clear defi- 
nition; the lack of such definition initially drove Guze and 
others to create Briquet’s syndrome from the chaos of hys- 
teria. Other perspectives on hysteria offer nothing approach- 
ing a careful definition of either the individuals or the phe- 
nomena to be studied. Until all writers accept the absolute 
necessity of adequate definition, we are likely still to see 
many more books about hysteria, a confusing appellation 
more useful to novelists than to physicians, yet one that con- 
tinues to outlive its obituarists. 

JAMES MORRISON, M.D. 
Martinez, Calif. 
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OBSESSIVE-COMPULSIVE DISORDER 





The Boy Who Couldn’t Stop Washing: The Experience and 
Treatment of Obsessive-Compulsive Disorder, by Judith L. 
Rapoport, M.D. New York, E. r Dutton, 1989, 248 pp. 
$18.95. 


I was not predisposed to enjoy this book. Over the years I 
have developed a cynical bias against popularized accounts 
of medical topics, and obsessive-compulsive disorder has 
garnered so much interest from the tabloids that I did not 
believe even a respected clinical scientist (and friend) could 
resist pressure from a trade publisher to “jazz it up.” The 
title didn’t help. Further, I was reading for an assignment, 
and it is no secret that book reviews carry little weight with 
academic promotion committees. Fears of having to write 
something polite but honest combined with the pressures of 
other deadlines to assign The Boy Who Couldn’t Stop Wash- 
ing to “otherwise-wasted-airport-time. ” 

Despite my initial misgivings, airport time stretched into 
home time for a straight read through. This is a wonderful 
book. The author, chief of the Child Psychiatry Branch of the 
National Institute of Mental Health, has composed here an 
engaging arrangement of clinical research observations, 
richly illustrated and amplified by frequent case anecdotes. 
Even to one with considerable clinical experience of this ill- 
ness, the case material, especially the first-person accounts, 
illuminated by fascinating nuances of obsessive-compulsive 
disorder, stimulates new lines of thinking regarding mind- 
brain relations posed by this puzzling illness. Dr. Rapoport 
treats the subject carefully, starting with clear definitions and 
distinctions of obsessive-compulsive disorder from other 
phenomena with which it is often confused. Subsequently, 
epidemiology, neuroscience, and treatment findings are de- 
scribed in a fashion that ts both accessible to the lay reader 
and accurate. Befitting a scholarly treatment (one that cer- 
tainly was not necessary to sell the book), historical, reli- 
gious, and philosophical views of obsessive-compulsive dis- 
order are discussed in an engaging yet documented and 
critical manner. The engaging nature and accessibility of this 
book for general audiences, not just physicians, are attested 
by its having already made several bestseller lists. 

For readers with this illness, the detailed and empathetic 
descriptions of others with obsessive-compulsive disorder 
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will undoubtedly bring relief in the knowledge that the trou- 
bling, usually hidden symptoms of the disorder are not only 
known but understood. This text should be helpful as well 
for family members of such individuals, who are often baf- 
fled or frustrated by the inexplicable behavior in their oth- 
erwise understandable relatives. For both groups, hope is 
provided through descriptions of the relatively new behav- 
ioral and drug treatments that have taken obsessive-compul- 
sive disorder from being the major psychiatric illness with 
the worst prognosis to one of the most treatable. False hopes 
are not aroused, however, and the failures and limitations 
of both behavioral treatment and medications are also 
acknowledged. 

This is not a perfect book. The first-person accounts often 
seem both too insightful and too literate not to have had 
editorial manicures. I would have preferred the convolutions 
and ramblings that so often color the writing of those pre- 
occupied by obsessive thinking. I would also be remiss in not 
acknowledging that many have criticized the book’s prefer- 
ence for the trade name Anafranil instead of the generic clo- 
mipramine. To those overconcerned with implications of 
possible commercial ties, I would point out that the author 
explains the reasons for this preference (patients usually re- 
member the trade name best) and that the critique of the 
drug is accurate and fair—far different from recent popular 
news media coverage of another antidepressant agent with 
anti-obsessional potential. 

So much for my biases about the uniform worth of books 
on medical subjects for lay audiences—The Boy Who 
Couldn’t Stop Washing is a model for how these things 
should be done. I will indulge my personal compulsions and 
repeat, This is a wonderful book. 


LEWIS R. BAXTER, JR., M.D. 
Los Angeles, Calif. 


Treating Obsessive-Compulsive Disorder, by Samuel M. 
Turner and Deborah C. Beidel. Oxford, Pergamon Press, 
1988, 117 pp., $22.50; $12.95 (paper). 


Coincident with the current explosion of scientific and 
popular interest in obsessive-compulsive disorder and aided 
by the work of organizations such as the Obsessive-Compul- 
sive Foundation of New Haven, Conn., increasing numbers 
of patients are coming to clinicians seeking treatment for 
what they themselves have identified as obsessive-compulsive 
disorder. In my experience, this often seems to raise anxiety 
in psychiatrists—for understandable reasons. Despite the 
prominent role this illness played in the development of clas- 
sical analytic theories of “neuroses,” obsessive-compulsive 
disorder is quite resistant to traditional psychotherapies and 
psychctropic medications and, until recently, seemed, thank- 
fully, rare. Most psychiatrists have had little direct experi- 
ence with patients with obsessive-compulsive disorder (in my 
residency, 1978—1982, I treated one), and the treatments 
with documented efficacy are drugs that were not available in 
the United States before 1990 and behavioral therapies that 
most psychiatrists have been content to leave to their psy- 
chologist colleagues. 

There is a great need at present, therefore, for reliable and 
effective instruction on the treatments of choice for obses- 
sive-compulsive disorder. Treating Obsessive-Compulsive 
Disorder is a helpful addition to what is a scant practical 
literature. The authors are with the Anxiety Disorders Clinic 
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at Western Psychiatric Institute and Clinic, University of 
Pittsburgh School of Medicine. 

The book starts appropriately with a good description of 
the clinical syndrome, followed by a discussion of the differ- 
ential diagnosis. The differertial diagnosis of obsessive-com- 
pulsive disorder is important because many patients—and 
far too many psychiatrists—confuse preoccupying depressive 
ruminations, psychotic rituals, certain specific phobias, and 
non-ego-alien disorders of impulse control (e.g., “compulsive 
shopping”) with obsessive-compulsive disorder, and the ap- 
propriate treatment of these maladies is often quite different. 

Chapter three deals with assessing the patient, especially in 
the light of several common patterns of treatment resistance. 
This sets the stage for what is the most valuable part of the 
book, chapter four, which describes behavioral treatment of 
obsessive-compulsive disorder based on the principles of ex- 
posure and response prevention, and chapter five, “Imple- 
menting Behavioral Treatment Strategies.” Although much 
of chapter four is a rather standard, although unusually 
clear, description of methods and some of the data validating 
them, I found the most valuable section to be one entitled 
First Person Description by Mrs. C, where a patient describes 
her subjective experiences in the course of treatment. This is 
particularly valuable because it illustrates taat the key to 
successful behavioral treatment of patients with obsessive- 
compulsive disorder is not just an understanding of exposure 
and response prevention but, rather, working with the pa- 
tient in a way that makes the patient willing to apply this 
understanding. This is not an easy feat, and empathy for the 
plight of a patient confronting such powerful emotional 
forces is vital. Chapter five goes on to give five case examples, 
followed by model treatment plans and comments directed at 
the specific nuances of the case situations. 

Chapter six, which deals with biological treatments, is the 
weakest in the book. Perhaps due to the date of writing (the 
field has moved rapidly, and even 1988 seems ancient) or to 
the orientation of the writers (both have doctoral degrees 
and the book is in the Psychology Practitioner Guidebooks 
series of Pergamon Press), the description of pharmacother- 
apies is thin. This is to be lamented. There was enough of a 
literature on clomipramine at the time the book was put 
together to have allowed practical information on the clinical 
use of this drug. There is, in fact, a fair summary of the 
experimental work documenting this drug’s efficacy. Now 
that clomipramine has been released in the United States, and 
several other drugs that may also be effective in obsessive- 
compulsive disorder are either available or soon will be avail- 
able, there is a clear need for a text that not only describes 
the use of these agents but also discusses how they can be 
integrated with behavioral therapy to provide the most effec- 
tive management for the patient with severe obsessive-com- 
pulsive disorder. 

The final chapter deals with maintaining treatment-in- 
duced improvements. There is little rigorous systematic re- 
search in this area, and the discussion must be read in this 
light, but I did find the authors’ comments interesting. 

On the whole I think this is a valuable book, especially for 
those seeking a brief, practical guide to the behavioral mån- 
agement of obsessive-compulsive disorder. I have already 
recommended it to several colleagues, all of whom have com- 
mented favorably. 


LEWIS R. BAXTER, JR., M.D. 
Los Angeles, Calif. 
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SOCIAL ISSUES 


Medical Marriages, edited by Glen O. Gabbard, M.D., and 
Roy W. Menninger, M.D. Washington, D.C., American Psy- 
chiatric Press, 1988, 177 pp., $28.95. 


This book arose from 10 years of experience running an 
annual 6-day summer workshop for physicians and their 
families. Although medical marriages are vulnerable to the 
same pressures as other marriages (individual character 
structure, unrealistic expectations of each other, divided loy- 
alties, financial strains, double careers, diverging develop- 
mental paths, midlife stress), some aspects of the medical 
marriage are unique. Different chapters in this book address 
various perspectives on physicians and their intimate rela- 
tionships. Most physicians and most spouses of physicians 
will find something in the clinical vignettes with which to 
identify, and most will want to ensure that their partners not 
only read but take to heart certain pages. 

For the most part, the chapters deal with the so-called 
“traditional marriage”——a marriage between a hard-driving, 
dedicated, wage-earning male physician who commands the 
respect of the community and the attention of forever 
younger female medical colleagues and his long-suffering 
stay-at-home wife who cares for the children, the parents, the 
social engagements, and the comforts of bed and board. For 
older physicians, the “traditional marriage” remains a prob- 
lematic reality. Fewer and fewer medical marriages, how- 
ever, fit that mold today. Contemporary physicians are often 
women (whose particular issues are addressed in two chap- 
ters by Malkah Notman and Carol Nadelson); most physi- 
cians nowadays enter into dual high-powered career mar- 
riages; physicians’ marriages—like everyone else’s—are now 
multiple; and the impact of new physician-specific stressors 
(the potential spread of AIDS in the workplace, “managed” 
care delivery systems, health technology, malpractice threats, 
the changing status of the physician in the community, and 
increasing awareness of tioethical dilemmas) has the poten- 
tial of severely disrupting the home life of physicians. These 
contemporary issues are not specifically addressed. 

There is much to learn in these pages, nevertheless. Do- 
meena Remshaw’s chapter on sexual problems in physician 
couples illustrates, frighteningly, how physicians try to treat 
themselves rather than seek qualified opinions. Physicians find 
it difficult to accept the need for marital therapy or individual 
psychotherapy. Serious depression, family dysfunction, and 
substance addiction may go untreated. Work hours may rise 
exponentially at the expense of quality of life. If the unexam- 
ined life is not worth living, then a failure by physicians to 
consider seriously the issues raised in this book potentially un- 
dermines the value of their closest relationships. 


MARY V. SEEMAN, M.D., F.R.C.P.(C) 
Toronto, Ont., Canada 


Contemporary Perspectives on Psychotherapy With Lesbians 
and Gay Men, edited by Terry S. Stein, M.D., and Carol J. 
Cohen, M.D. New York, Plenum, 1986, 263 pp., $29.50. 


This is not a book about treating homosexuality but, 
rather, a collection of fire chapters by well-known experts 
focusing on the unique and often misunderstood problems of 
providing psychotherapy to patients who happen to be les- 
bians or gay men. Although homosexuality per se was 
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dropped from APA’s Diagnostic and Statistical Manual of 
Mental Disorders in 1973 it has still taken 15 years for two 
psychiatrists to edit a book informing us about some of the 
special problems faced by this now recognized minority 
group. 

That does not mean that more papers have not been writ- 
ten and given, it just means there has been a problem in 
getting the work published in mainline journals and books. 
Some of the old bias still seems to cling, and in the first 
chapter of this book James Krajeski eloquently describes the 
history of the controversy. The next chapter, by Drs. Stein 
and Cohen, establishes the three major assumptions of the 
entire work: 1) homosexuality per se is not associated with 
psychopathology, 2) sexuality has enormous clinical rele- 
vance within psychotherapy, reaching well beyond a single 
feeling or act, and 3) in our sociéty men and women expe- 
rience their homosexuality in different ways, largely as a 
result of the distinct gender role socialization patterns within 
which boys and girls are raised. | 

The book has a scholarly balance attending to the special 
differences between lesbians and gay men. A version of Rich- 
ard Isay’s chapter on analytic therapy for gay men was orig- 
inally published in The Psychoanalytic Study of the Child 
(1); it offers a controversial and at the same time more un- 
derstandable theory of homosexuality in men that is not en- 
cumbered by the pathology model. Far too many analysts 
persist in the treatment of homosexuality, forgoing scientific 
outcome studies on the effectiveness and efficiency of the 
treatment. 

Individual chapters on group therapy for gay men, special 
issues for lesbian mothers, and a description of the experi- 
ences of a pregnant lesbian therapist bring a personal au- 
thentic flavor to the work. 

A chapter on working with patients with HIV disease is 
written by Stuart Nichols, one of the earliest psychiatrists to 
recognize and begin to prepare for the almost overwhelming 
psychiatric needs of individuals with HIV infection and those 
surrounding them. 

This book is a long overdue and very welcome addition to 
our therapeutic knowledge and skill, especially in our work 
with minority groups. All psychiatrists see lesbians and gay 
men in their practices, and all should have the special knowl- 
edge and tools that Contemporary Perspectives on Psycho- 
therapy With Lesbians and Gay Men offers. 


REFERENCE 
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DAVID P. MCWHIRTER, M.D. 
San Diego, Calif. 


The AIDS Bureaucracy: Why Society Failed to Meet the 
AIDS Crisis and How We Might Improve Our Response, by 
Sandra Panem. Cambridge, Mass., Harvard University Press, 
185 pp., $22.50; $9.95 (paper). 


The body of this book is a very generalized, vaguely ref- 
erenced chronicle of some of the interactions of the various 
government agencies during the early part of the AIDS 
epidemic. Compared with the dynamic work And the 
Band Played On by Randy Shilts: (1), it is uninteresting and 
uninformative. 
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The conclusion of the text, “Lessons for the Future,” is not 
insightful, nor would it improve the poor results of the slug- 
gish U.S. bureaucracy that has yet to organize any substantial 
productive research on AIDS. Most of our advances thus far 
have resulted from the ambitions of individual scientists with 
marginal and late funding from the federal government. In 
addition, each research group competitively conceals its data 
from the other groups, additionally hindering the advance- 
ment of the overall research effort. 

The government bureaucracy that has mismanaged the 
AIDS epidemic is much more complex than described in this 
book. Furthermore, the major reason that a centrally orga- 
nized “Manhattan Project” has not been formed to address 
the problem is the severe homophobia and warped puritan- 
ical attitudes of the U.S. government and people. If AIDS 
were only a heterosexual problem, with 1—2 million infected 
young, productive heterosexuals, 140,000 cases of hetero- 
sexual AIDS, and 75,000 heterosexual deaths, the AIDS bu- 
reaucracy would be responding in a dynamically different, 
rapid manner with virtually unlimited resources and a cen- 
tralized, noncompetitive scientific research program. That is 
the bottom line, and this text completely misses it. 


REFERENCE 


1. Sh:lts R: And the Band Played On: Politics, People, and the 
AIDS Epidemic. New York, St Martin’s Press, 1987 


DAVID R. SENECHEK, M.D. 
San Francisco, Calif. 


Psychiatry Takes to the Streets: Outreach and Crisis Inter- 
vention for the Seriously Mentally Ill, edited by Neal L. Co- 
hen. New York, Guilford Press, 1990, 306 pp., $40.00. 


Edited books are often motley collections, but this book is 
more motley than most. Its title and cover, with a picture of 
a homeless woman, are distinctly misleading because they 
seem to promise a book about outreach programs for the 
homeless mentally ill. Only a small portion of one of its 15 
chapters, however, is about such a program—the Homeless 
Emergency Liaison Project operated by Gouverneur Hospital 
on the Lower East Side of New York City. One other chapter 
(by Kostas Gounis and Esra Susser) is about problems en- 
countered in establishing a psychiatric program in the 
Franklin Avenue Men’s Shelter in the South Bronx and is in 
fact one of the more interesting chapters. Except for these 
two contributions, the homeless are nowhere to be seen in 
this vclume. 

The largest number of chapters describe mobile crisis units 
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that visit patients in their hemes. The title Psychiatry Takes 
to the Streets apparently refers to taking to zhe streets as a 
means of reaching patients in their homes. Thus, the well- 
known Thresholds Bridge Program in Chicago with its as- 
sertive case management is described, as well as lesser known 
but laudable programs such as the Community Support 
Treatment and Rehabilitation Program in Baltimore, the 
Greater Bridgeport (Conn.) CMHC Mobile Czisis Team, and 
the Spokane CMHC Elderly Services Progrem. Psychiatric 
professionals interested in assertive case management and 
mobile crisis units will find such chapters cf considerable 
interest. The best chapter of all, however, is Martin Fleish- 
man’s well-written and practical account of his 22 years as a 
mobile psychiatrist to board-and-care homes for the men- 
tally ill in San Francisco. 

The book has abundant shortcomings. A chapter about the 
advantages of psychiatric home visits never even mentions Ben- 
jamin Pasamanick’s Louisville Project, the most extensive re- 
search on psychiatric home visits yet carried out. The chapter 
on New York’s Homeless Emergency Liaison Froject outreach 
to the homeless mentally ill never mentions the Joyce Brown 
(Billy Boggs) case or the hotly debated civil rights issues engen- 
dered by such programs. Nor is this issue addressed by the 
mobile crisis units, and the -eader is left wondering whåt is 
meant when, for example, Annelle S. Primm and Jane Houck of 
Baltimore’s Community Support Treatment and Rehabilita-ion 
Program say that “patients are pursued by staff so that medi- 
cation levels can be maintained.” 

With the exception of Thomas F. Witheridge’s chapter on 
the Thresholds Bridge Program, which has been a model of 
data collection and self-assessment, virtually no data are pre- 
sented that can be used to justify mobile crisis teams or home 
visits. Where are the cost-benefit studies? There is a final 
chapter on using “a developmental approach” to engage 
treatment-resistant young adult chronically il patients. 
These patients, three-quarters of whom have schizophrenia 
or bipolar disorder, are said by the authors to have “a deficit 
in object constancy,” and they outline a psychoanalytic ap- 
proach based on the writings of D.W. Winn:cott, Margaret 
Mahler, and others. Such a chapter in a volume on outreach 
is not only anachronistic but bizarre when juxtaposed, for 
example, to Fleishman’s very practical advice on the advan- 
tages of personally giving intramuscular injections to pa- 
tients so that “the psychiatrist’s rose comes in close prox- 
imity to armpit and crotch, and as such affords an exquisite 
appreciation of the patient’s baseline with respect to groom- 
ing and personal hygiene.” 


E. FULLER TORREY, M.D. 
Washington, D.C. 


Reprints of Book Forum reviews are not available. 
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Letters to the Editor 





Abuse of Potassium by a Patient With Bulimia Nervosa 


Siz: Patients with eating disorders often take dangerous 
risks to rid themselves of food while ignoring the potentially 
negative consequences cf their desperate efforts to lose 
weight. The use of vomiting and laxatives as purgatives in 
bulimia nervosa has been well described (1, 2), but little has 
been written about patterns of diuretic abuse (3). This report 
discusses the effect of ingesting potassium on a patient who 
took it thinking it could act as a diuretic. 


Ms. A was a 39-year-old woman who had a 3-year his- 
tory of bulimia nervosa with daily vomiting and borderline 
personality disorder with severe mood swings. Her medi- 
cations were fluoxetine, 100 mg/day, and lithium carbon- 
ate, 600 mg/day. The high dose of fluoxetine was pre- 
scribed because of the severity of her binge eating and 
purging (previously, several times daily) and her lack of 
response at lower doses (2). While reading a popular nu- 
trition book (4), Ms. A came across the following state- 
ment: “Since a lack of potassium allows sodium and water 
to pass into the cells, increasing the intake of this nutrient 
often corrects edema, or water retention” (p. 192). The 
patient understood this to mean that the ingestion of po- 
tassium chloride could serve to reduce water retention. 
(Potassium actually has no significant diuretic effect.) She 
began taking approximately 1 tablespoon per day (70 
meq) of a commercial salt substitute composed of potas- 
sium chloride. On the fourth day of this regimen, Ms. A 
admitted to taking 3 tablespoons (200 meq) of potassium 
because she felt bloated and panicked after eating a large 
amount of salted nuts; however, the actual amount in- 
gested may have been greater, and this may have ac- 
counted for the effects observed (3). 

Shortly after this ingestion of potassium chloride, Ms. A 
came to the emergency unit with recurrent paresthesias 
in her extremities, neck and facial muscle stiffness, and 
abdominal cramping. She denied suicidal ideation and 
knowledge about the cotential toxic effects of potassium 
overdose. The results cf physical and neurological exam- 
inations were unremarkable. Laboratory findings revealed 
that her serum potassium level was 7.3 meq/liter, and her 
phosphate level was 1.1 mg/dl, bur all other values were 
within normal limits, including renal functions (creatinine 
was 0.8 mg/dl, BUN was 9.0 mg/dl} (3). An ECG revealed 
normal sinus rhythm, with peaked T waves in the precor- 
dial leads, and first-degree atrioventricular block (PR= 
0.22 seconds). The QRS complexes, however, were of nor- 
mal duration. Drug levels at the time of admission were 
not ascertained, but levels several months earlier had been 
found to be those for the prescribed doses (2). Ms. A was 
treated with one ampule of calcium gluconate, one ampule 
of 50% dextrose in wazer, intravenous normal saline, and 
three oral doses of sodium polystyrene sulfonate. This led 
to the subsequent resolution of her symptoms (her serum 
potassium level was 4.2 meq/liter) the following morning. 
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This patient presented with hyperkalemia after ingesting a 
large amount of potassium. Normally, the kidneys can 
closely regulate potassium homeostasis; however, when po- 
tassium is taken in large doses, transient hyperkalemia can 
result (5). This hyperkalemia has no significant effect on re- 
nal function, but it can have serious cardiac and neuromus- 
cular effects (3). 

Patients with eating disorders often report extreme anxiety 
after the ingestion of high-calorie foods and take consider- 
able risks to rid themselves of the bloated feeling. In this case, 
hyperkalemia was the near-fatal consequence after the pa- 
tient ingested potassium, having received the false impression 
that it had a diuretic effect. Although hypokalemia is a more 
frequently reported effect of purging behavior, patients may 
also increase their intake of potassium because of misinfor- 
mation and their desperate attempts at weight control. We 
suggest asking direct questions about the use of salt substi- 
tutes when patients with eating disorders are found to have 
high levels of potassium (4). 
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DEBRA L. FRANKO, PH.D. 
PETER F. BANITT, M.D. 
Boston, Mass. 


Real-Life Basis for a Patient’s Paranoia 


SIR: As part of a prospective study of the psychobiology of 
first-episode schizophrenia (1), we evaluated an unusual case 
that was handled in the psychiatric emergency room of our 
facility. 


Ms. A, a 31-year-old unmarried woman, was brought to 
the emergency room by a counselor from the patient’s 
workplace who was concerned about her recent erratic 
behavior, including deterioration in her work performance 
and her fear of remaining on Long Island after 8:00 p.m. 
The patient had been evaluated initially by other staff 
members and found to have a “psychotic disorder not 
otherwise specified” of recent origin, with a prominent 
paranoid delusional system involving fears that the Mafia 
and police monitored her every move. Ms. A was offered 
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voluntary hospitalization, but she refused on the grounds 
that “something horrible would happen” if she was phys- 
ically on Long Island after 8:00 p.m.; she would not elab- 
orate her fears. However, she agreed to return to the clinic 
with family members the following morning. 

When she returned the next day, we had the opportunity 
to examine her. We found her to be goal directed and 
somewhat eccentric. She stated that a certain female friend 
of hers had been threatening her with severe punishments 
if she did not abide by her wishes. These threats had been 
recorded by the patient during a 2-hour telephone conver- 
sation, and she brought the recording in to us as “evi- 
dence.” To our astonishment, the threats were real and 
included demands that the patient be out of Long Island 
and at home by 8:00 p.m. She was to be at the beck and 
call of this woman. The family confirmed the sadomasoch- 
istic-like relationship of the patient and her friend. They said 
that Ms. A had always had a fragile personality and was 
easily influenced by others. This friend was indeed a sa- 
distic woman who had an interest in monitoring the pa- 
tients activities, although some of the powers the patient 
attributed to her seemed to be at the edge of credibility. 

Ms. A was persuaded to enter the hospital for a period 
of observation. The tape-recorded telephone conversation 
was eventually listened to in its entirety, and it confirmed 
that bizarre threats to the patient had been made by this 
woman. To date Ms. A has displayed no’ other unusual 
ideas or schizophreniform inclinations. 


This case demonstrates some of the “gray” psychosocial 
and diagnostic areas in psychiatry. The possibility of a folie 
@ deux cannot be totally ruled out in a patient with certain 
premorbid personality characteristics (i.e., dependency, 
paranoia) (2). Nor can it be definitively said that this was not 
the initial presentation of a prodrome of eventual schizo- 
phrenia. However, this case should also serve to remind us 
that occasionally, when someone enters an emergency room 
with a paranoid belief system, the unbelievable can be the 
result of a valid life situation. 
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DAVID MAYERHOFF, M.D. 
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CAMILLE VALENTINO, M.A. 
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Tardive Dyskinesia in a Patient Taking Haloperidol and 
Fluoxetine 


Sir: I wish to report the development of tardive dyskinesia 
in a man treated with low doses of haloperidol for brief 
intervals and fluoxetine. 


Mr. A was a 39-year-old man who had a history of 
episodic paranoia. His first paranoid break had occurred 
10 years earlier and was accompanied by depressive affect 
and an overdose of diazepam. The patient had been hos- 
pitalized for 10 days and treated with an unidentified an- 
tipsychotic medication, which he did not take after dis- 
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charge. He remained symptom free for the next 10 years, 
during which time he began to use alcohol, up to five 
drinks a day, to deal with anxiety and obsessional worry- 
ing about his job. He was then admitted to a general hos- 
pital because he was acutely intoxicated, paranoid, and 
delusional. Unmanageable on a cremical dependency unit, 
he was transferred to a psychiatric hospital where he was 
detoxified and treated with haloperidol, 5 mg/day, to con- 
trol his paranoia. He was discharzed on a rezimen of halo- 
peridol, 4 mg/day, which he took from January until the 
end of March. The dose was then lowered to 1 mg/day 
until the drug was discontinued in November. Fluoxetine, 
20 mg/day, had been started in February, azd it was con- 
tinued, since it treated the chronic anhedonia successfully. 
Mr. A remained free of neuroleptics from November until 
the following April, when his paranoia reoccurred. He was 
again started on haloperidol, 2 mg b.i.d., anc the dose was 
lowered to 1 mg/day in May. In September of that year, 
during a routine examination, at which time he was free of 
depression and psychosis, Mr. A complained that his wife 
had noted episodic puckering ot his upper lip, which he 
felt was a “nervous habit.” Examination confirmed the 
periodic puckering and demonstrated fine vermicular move- 
ments of his tongue. Tardive dvskinesia was diagnosed, 
and haloperido! was discontinued. Because of the dramatic 
antidepressant response, fluoxetine was continued, and the 
patient has been followed closely to monizor his tardive 
dyskinesia. 


It is unusual for tardive dyskinesia to develop with such a 
low dosage and brief exposure to haloperidcl. Baldessarini 
and Marsh (1) provided data which support the hypothesis 
that serotonin uptake-inhibiting agents inhibit dopamine 
neurons projecting from the midbrain and brzinstem to the 
forebrain. Lipiriski et al. (2) suggested that akathisia seen in 
patients taking fluoxetine may be due to down-regulation of 
dopamine activity. These observations support the hypothe- 
sis that the development of tardive dyskinesia may have been 
facilitated by fluoxetine. I urge clinicians to watch closely for 
signs of tardive dyskinesia in patients taking low doses of 
antipsychotic agents combined with fluoxetine. 
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MARTIN H. STEIN, M.D. 
Fairfax, Va. 


Treatment of Pathological Jealousy by Fluoxetine 


Str: A recent article (1) described the successful treatment 
of a pathologically jealous patient by fluoxetine. I wish to 
report a similar case. 


Ms. A, a 34-year-old woman, was referred to me by a 
therapist after a long period of psychotherapy because of 
the worsening of her intense jealousy of her husband since 
the birth of her second child. Throughout her marriage she 
had been suspicious that her husband was unfaithful, but 
she had no real evidence. She called him at work many 
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times during the day. If the telephone line was busy, she 
was sure that he was talking to a girlfriend. She hounded 
him with questions about his whereabouts and insisted he 
account for every minate. 

Her symptoms went back to childhood, when she had 
felt that she could not trust anyone. When she first started 
to date boys at age 15, she “drove them crazy” with her 
jealousy. She stated that she had never felt at peace and 
had never felt happy as far back as she could remember. 

When asked if she really believed that her husband was 
unfaithful or whether these were unwelcome thoughts that 
plagued her, Ms. A replied that she wasn’t sure. She re- 
ported no vegetative signs of depression, had no com- 
plaints of depression, and did not look or sound depressed, 
but she reported, and showed during the interview, a great 
deal of anxiety at all times. 

The differential diagnosis was between delusional disor- 
der and obsessional disorder. Ms. A met all the DSM-III-R 
criteria for the former: nonbizarre delusions, no halluci- 
nations, no bizarre bekavior other than the delusions, and 
no organic factor or schizophrenia. For obsessive disorder 
she fulfilled three of tke four DSM-III-R criteria; the one 
she did not meet was “the person attempts to ignore or 
suppress such thoughts.” Nevertheless, I tended to favor 
the latter diagnosis, or. the basis of her uncertainty about 
whether to believe her suspicions, her warm and loving 
attitude toward her husband despite her suspicions, and the 
warm, trusting attitude she displayed during the interview. 

I prescribed fluoxetine, 20 mg/day, intending to increase 
the dose gradually. After 2 weeks Ms. A reported, ““Thirigs 
are better; some days good, some days horrible.” Because 
of the considerable improvement, I continued thé same 
dosage. After 4 weeks she reported, “I feel wonderful, 
ecstatic! I like myself; I like everyone. I haven’t felt this 
good in my whole life... . I used to. make phone calls all 
day long; I haven’t made a single phone call since I saw 
you last. It’s like being reborn into another person!” 

Follow-up over 6 mcnths has shown no alteration of her 
new feelings about herself and her husband. 
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MORTIMER D. GROSS, M.D. 
Highland Park, Ill. 


Familial Trichotillomania 


Sir: Trichotillomania Genotes recurring inability to inhibit 
impulses to pull out one’s own hair, resulting in noticeable 
hair loss. Swedo et al. (1° outlined the effectiveness of treat- 
ment with clomipramine and noted parallels between the 
biogenetic phenomenology and treatment responsiveness of 
trichotillomania and obsessive-compulsive disorder. How- 
ever, DSM-III-R states taat familial cases of trichotilloma- 
nia have not been reported. We present a case of familial 
trichotillomania. 


Ms. A, a 37-year-old woman, sought help for her 
chronic pulling out and ingesting of her eyebrows and 
eyelashes. As early as age 6, she had experienced repetitive 
thoughts and displayed compulsive behavior such as 
avoiding sidewalk cracks and counting the number of 
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drips from a faucet. As a child, adolescent, and adult she 
had been a victim of repeated physical and sexual abuse. 
During the episodes of trichotillomania, which were pre- 
ceded by an irresistible impulse and followed by a sense of 
tension release, she would repeatedly pull out her eye- 
brows and eyelashes and bite her nails to the point of 
bleeding. 

Ms. A has seven sisters and five brothers. One sister 
repetitively pulls out her eyebrows and eyelashes, and one 
brother repetitively pulls hair from his head, which results 
in numerous bald areas. 

At initial contact, Ms. A-had been treated for depression 
by her family physician with fluoxetine, 60 mg/day. How- 
ever, as her mood improved, she continued to pull out 
hair. Her treatment was changed to clomipramine, up to 
100 mg h.s. Over a span of 5 weeks she experienced fur- 
ther improvement in her depression, and her eyelash and 
eyebrow pulling also diminished markedly. Improvement 
has continued over 4 months. 


Ms. A is typical of other patients with trichotillomania 
reported in the literature. Coincident with her trichotilloma- 
nia, she had childhood problems with counting compulsions, 
which in retrospect met the criteria for obsessive-compulsive 
disorder. As an adult she did not have obsessions or com- 
pulsions. Additionally, she had been repeatedly sexually 
abused. Since her depression improved and her trichotillo- . 
mania persisted during treatment with fluoxetine, a neuro- 
physiologic distinction between these two elements of her 
condition is implied. 

It has been reported that fluoxetine is effective in treating 
kleptomania, bulimia nervosa, obsessive-compulsive disor- 
der, compulsive facial picking, and pathological gambling 
(2-5). The novel element in this case is the presence of a 
familial pattern. From a family of 13 children, two sisters 
and one brother engaged in hair pulling. Ms. A’s hair pull- 
ing responded positively to clomipramine, consistent with 
Swedo et al.’s report (1). The coexistence in childhood of 
depression, obsessive-compulsive symptoms, habit disorder, 
and trichotillomania suggests that the etiologic factors and 
the behavioral phenotypes of these disorders may be shared. 
Repeated sexual victimization may be an experiential trigger 
(S). Our patient was uncertain whether her siblings had been 
similarly abused. 

This patient’s differential behavioral response to medica- 
tions suggests that the neurotransmitter dysfunctions result- 
ing in these disorders may differ. Since both fluoxetine and 
clomipramine are potent serotonin reuptake inhibitors, the 
implication is that the differences may be qualitative. 
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JACOB KERBESHIAN, M.D. 
LARRY BURD, M.S. 
Grand Forks, N.D. 


Urinary Retention as a Possible Complication of 
Long-Term Diazepam Abuse 


Sir: The purpose of this letter is to report what we believe 
is a side effect of diazepam that we have not seen described 
in the literature. 


Mr. A was a patient with a history of opiate dependence 
(methadone maintenance) since 1972 and a known history 
of diazepam dependence since 1978, using doses of diaz- 
epam in the range of 500-600 mg/day. 

In 1978 he was admitted to the hospital twice for detox- 
ification from diazepam and stabilization on a methadone 
regimen. During a third admission in 1982, the patient 
complained of frequency of urination, dribbling, and dif- 
ficulty voiding and was treated twice with 5 mg of be- 
tharechol chloride subcutaneously. Acute urinary reten- 
tion immediately following that admission led to his 
reacmission to the urology service, where he was cathe- 
terized and 800 cc of urine were obtained. Urodynamic 
stucies revealed an atonic bladder for which no organic 
etiology was found. The catheter was removed after 17 
days, and the patient was then able to void on his own. 

In 1984 Mr. A was admitted again to the urology service 
because of urinary retention. Catheterization again ob- 
tained 800 cc of urine, and a urine drug screen was posi- 
tive for opiates and benzodiazepines. A neurologist was 
consulted but no neurologic cause for the urinary retention 
was found. Stimulation with bethanechol chloride pro- 
duced no flow; the detrusor response was absent. Findings 
of an intravenous pyelogram were normal. Cystoscopy 
showed areas of erythema thought to be due to catheter- 
ization, but there was no other lesion. The prostate and 
urethra were normal. The patient was taught self-cathe- 
terization and discharged. 

Mr. A continued to use up to 600 mg/day of diazepam 
until he was readmitted 4 months later for detoxification. 
He was detoxified from diazepam and stabilized on a reg- 
imen of clorazepate dipotassium, 15 mg q.i.d., because his 
inability to tolerate complete abstinence led to repeated 
relapse. He catheterized himself six times a day during this 
admission. 
= Between 1984 and 1988 Mr. A was readmitted to the 
hospital several times, and on each of these occasions he 
was catheterizing himself six times a day. By late 1988, the 
dose of clorazepate dipotassium had been reduced to 15 
mg t.i.d. He was readmitted for detoxification from clor- 
azepate dipotassium, since benzodiazepine made it impos- 
sible to screen for continued diazepam abuse. As the clor- 
azepate dipotassium was reduced and then discontinued, 
bladder function slowly returned, and the patient discon- 
tinued self-catheterization. 

When Mr. A first experienced urinary retention, his only 
prescribed medication was methadone, 60 mg/day; he was 
also abusing diazepam, 600 mg/day. Between 1976 and 
1980 he had received a number of psychoactive drugs, 
such as doxepin, 50 mg. t.i.d., for several months; short- 
term treatment with haloperidol, 2—8 mg/day; short-term 
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treatment with perphenazine, 2 mg t.i.d.; and amitrip- 
tyline, 50 mg t.i.d., for 2 days. This had been discontin- 
ued because he developed acute urinary retention, which 
promptly responded to 5 mg of subcutaneously adminis- 
tered bethanechol chloride. During this period the patient 
was abusing diazepam, up to 30 mg/day. By the early 
1980s he had considerably increased his diazepam abuse, 
and by 1982 he was using up to 600 mg/day of diazepam. 
The urinary retention continued despite mechadone detox- 
ification in the mid-1980s. 

When Mr. A was finally detoxified from diazepam with 
the help of clorazepate dipotassium, his urinary reten- 
tion gradually improved, and he finally regained normal 
micturition. Thus, there is a strong indication that large 
doses of diazepam were the cause of his urinary retention, 
since recovery occurred only after he was detoxified. Since 
1989 Mr. A has been receiving trifluoperazine, 2 mg t.i.d., 
and doxepin, 50 mg t.i.d., without recurrence of urinary 
retention. 


IRAD] MAANY, M.D. 
HYMAN GREENFIELD, M.D. 
VASANT DCHOPESH, M.D. 
GEORGE WOODY, M.D. 
Philadelphia, Pa. 


Publication and Funding Policies 


Sir: Recently, the American Journal of Psychiatry re- 
turned unreviewed a manuscript that my colleagues and | 
submitted for publication, because it was considered to be a 
single case report (see “Information for Authors” in most 
issues of the Journal). In actuality, the manuscript described 
the first apparently successful psychopharrracologic treat- 
ment, with follow-up, of a series of three prozotypic patients 
within a single diagnostic category that has not generally 
been responsive to a variety of therapeutic interventions. 
Subsequently, the manuscript was submitted elsewhere for 
review. 

As a result of this “rejection,” several unscientific hypoth- 
eses have occurred to me. 1) If they were written today, the 
case reports of Sigmund Freud would not be published by the 
Journal except as brief letters to the Editor. 2) Were he with 
us today, Freud would be unable to achieve academic tenure 
in most university departments of psychiatry, since his work, 
although “programmatic,” would be unlikely to be funded 
and supported by the usual, currently availaole grants. 3) If 
grant and insurance funding were to become available, a 
“decade of the mind” might become a possibility, to supple- 
ment and coincide with the curren: “decade of the brain.” 4) 
Some segments of the psychiatric community, perhaps re- 
flecting the larger society, seem to be accumulating knowl- 
edge without acquiring wisdom. 

In the absence of some changes in our thinking and fund- 
ing mechanisms, tomorrow’s Sigmund Freuds and Karl Men- 
ningers will likely be forced to survive apart from university 
academic settings and will be publishing their cases, ideas, 
and speculations in periodicals other than the American 
Journal of Psychiatry. 


STEVEN LIPPER, M.D., PH.D. 
Chapel Hill, N.C. 
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Problems With Reports of Preliminary Results 


Sir: I am writing to express my concern about the practice 
of doing preliminary analyses and presenting data from on- 
going double-blind studies. While this has clearly been done 
for many years, it seems to me that APA and its journals, as 
well as other scientific journals, have some obligation to limit 
the preliminary publication or presentation of such data. Re- 
ports of preliminary results may present a variety of scientific 
problems. They are incomplete reports of studies usually de- 
signed to be conducted with a specified number of subjects, 
a number usually estimeted through power analysis. Thus, 
preliminary reports are inherently unreliable but are added 
to the literature in this fashion. Second, such reports may 
bias participants in those studies as well as other investiga- 
tors conducting similar research. Third, although statistical 
methods for correction of this practice exist, they are rarely 
used. I believe that the standard is to omit the portion of the 
sample from which these preliminary reports come, but this 
is, in fact, clearly not done. While the pressure to be “‘first,”’ 
the desire to demonstrate the ongoing effort to various grant- 
ing agencies by publishing or presenting preliminary analy- 
ses, and other pressures are understandable, it seems that this 
is a disservice to science and confounds the efforts to test 
hypotheses in a statistically and scientifically robust fashion. 
I suggest that journals which accept papers on studies in 
which there have been preliminary presentations of the in- 
complete data set ask the authors to make explicit statements 
about whether these par-ial samples are included in the re- 
port, at what point (i.e., with what number of subjects) the 
preliminary analysis was completed, and what statistical 
compensation has been made for this in the analysis. Estab- 
lishing such a policy would at least allow the readers of such 
studies to understand the biases that may have been intro- 
duced by these analyses. Finally, it should serve to help even 
those with the best of intentions to limit or omit this scien- 
tifically unsound practice. 


R. BRUCE LYDIARD, PH.D., M.D. 
Charleston, S.C. 


Manual Versus MEDLINE Searches 


Sir: As medical information specialists and experienced 
MEDLINE searchers in 2 number of medical disciplines in- 
cluding psychiatry, we read the article by Joseph C. Bareta, 
M.S., and associates (1) with great interest. Since we are well 
aware of MEDLINE’s deficiencies, we welcome studies that 
critically evaluate its effectiveness in various disciplines. Re- 
ports of such studies constitute an important segment of li- 
brary/information science literature and serve as a vital 
impetus for improving MEDLINE. Therefore, it is very trou- 
bling to us that an article based on deficient data, faulty 
methods, and misleading if not false conclusions could have 
been accepted for publication in a journal as distinguished, 
highly cited, and influential as the American Journal of Psy- 
chiatry. The publication of an article such as this misleads 
psychiatric researchers and clinical practitioners regarding 
the value and effectiveness of properly executed MEDLINE 
searches. 

Mr. Bareta and associates claimed that the manual search 
undertaken in their study was markedly more successful in 
locating articles on consultation-liaison psychiatry than was 
the computerized search of MEDLINE. We maintain that a 
properly constructed MEDLINE search might have retrieved 
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almost all, if not all, of the citations the authors retrieved 
manually, as well as many additional useful citations from 
other journals. As Cooper (2) indicated, on-line literature 
searches are a vital step in the preparation of review articles. 
On-line databases such as MEDLINE are designed to help 
complete a lengthy and arduous task in a fraction of the time 
that it would otherwise take. _ 

Before concluding that a MEDLINE search has neglected a 
significant portion of the articles published in a particular 
area, one must be certain that the search was properly con- 
structed and accurately performed. An indispensable tool in 
using MEDLINE as a time-saving and effective search system 
is the Medical Subject Headings (MeSH), the biomedical 
thesaurus maintained at the National Library of Medicine 
and used by its indexers. Created by specialists in thesaurus 
construction, MeSH stands as one of the great achievements 
in biomedicine. An analysis of MeSH indicates that appro- 
priate subject headings concerning consultation-liaison psy- 
chiatry, such as “mental health services” and “psychiatry” 
(and their narrower headings) and “referral and consulta- 
tion,” do exist. These would have greatly maximized the 
authors’ search results. Any study that concerns the perfor- 
mance of MEDLINE must consider MeSH. Mr. Bareta and 
associates did not mention MeSH, and their “keywords” are 
not MeSH headings. This casts serious doubt on the study’s 
conclusions. 

It appears to us from this article that the authors are un- 
informed as well as inexperienced searchers of MEDLINE. 
While it is certainly reasonable to expect an untrained novice 
searcher to form an opinion about MEDLINE based on his 
or her search experience, it is generally not advisable to 
present this opinion as a valid and comprehensive judgment 
in a widely read and authoritative medical journal. We hope 
that future submissions of this nature will receive a thorough 
and careful review by qualified peers, such as experienced 
librarian searchers of MEDLINE: 
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BRIAN WARLING, M.L.S. 
LELDE B. GILMAN, M.L.S. 
Los Angeles, Calif. 


Dr. Lyons and Associates Reply 


Sir: Mr. Warling and Ms. Gilman clearly agree with us 
that our computer-assisted search was inadequate. That, 
however, appears to be the only point on which we agree. 
We concluded that the failure of the MEDLARS search 
should serve as a warning to researchers that computer- 
assisted searches may not be sufficient. Mr. Warling and Ms. 
Gilman conclude that we are incompetent at computer- 
assisted searches. 

Perhaps a review of the evidence for each perspective 
would be instructive. We used a trained medical librarian to 
accomplish our search. From the initial review she took the 
three keyword phrases that appeared to target best the de- 
sired sample of articles, and our computer-assisted review 
was based on this interactive process. We accept the idea that 
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this might not have been the best of all possible searches, but 
we feel that it is representative of the standard practice in 
computer-assisted reviews. 

Mr. Warling and Ms. Gilman base their argument about 
our incompetence on the fact that we did not use MeSH. 
They then claim that this “would have greatly maximized the 
authors’ search results.” They unfortunately provide no data 
on which to base this claim. If in fact MeSH is ‘‘one of the 
great achievements in biomedicine,” it should be a relatively 
uncomplicated matter to document the claims of its advo- 
cates. However, for the purposes of scientific communica- 
tion, it is problematic to accept these statements as true in the 
absence of some form of empirical demonstration. We invite 
Mr. Warling and Ms. Gilman to replicate our study using 
MeSH. If their results are consistent with their assertions, 
then they would have a stronger case regarding our skills (or 
lack thereof). 

Should such a replication be undertaken, however, we 
wish to make two additional points. First, we are not clear 
what Mr. Warling and Ms. Gilman mean by “greatly max- 
imize.” A computer-assisted search should optimize the iden- 
tification of articles. Thus all relevant articles should be iden- 
tified, but only relevant articles should be identified. Both the 
sensitivity and the specificity of the search are important. 
Anyone can design a search that would capture all articles 
(maximum sensitivity). The art exists in accomplishing the 
task without generating pages of irrelevant titles and ab- 
stracts (optimal sensitivity and specificity). Second, we 
viewed the manual search through specified journals as a 
“gold standard” by which to evaluate the computer-assisted 
review. We were not necessarily recommending this as a re- 
view strategy, although this form of systematic review has 
been used with some success (1, 2). We again note that even 
the manual search was not completely accurate. 

We should emphasize that we sincerely hope that Mr. 
Warling and Ms. Gilman can prove that computer-assisted 
searches are more effective than we were able to show. Our 
results, however, were consistent with reports from other 
fields (3, 4). The development of improved library services 
through the use of computers is an important priority. We 
look forward to a day when our technology is that good. We 
simply are not yet convinced that today is that day. 
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Comments on Psychiatric Aspects of Ulcerative Colitis 


Sir: Carol S. North, M.D., and associates (1) urged read- - 
ers to “forswear unsupported generalizations about the psy- 
chiatric aspects of ulcerative colitis.” Their conclusion re- 
sulted from observing many methodologica. flaws in the 
published studies that investigated this queszion. However, 
there is more to this story than the limitations of published 
studies. An analysis of the sociohistorical ccntext in which 
interest in psychosomatic approaches to u cerative colitis 
arose and later declined (2) led to a number of additional 
conclusions about 1) the difficulty of incorporating psycho- 
logical factors into biomedical models of disease, 2) the lim- 
itations of extending research paradigms ~eppropriate for 
acute, infectious disease to chronic illness, and 3) the gap 
between medical and lay understandings of disease. 

From the very start, psychosomatic research on ulcerative 
colitis was methodologically suspect and heavily influenced 
by larger trends in medicine and psychiatry. A careful review 
of Murray’s original publication (3), which Dr. North and 
associates and most other reviewers have dutifully cited, 
demonstrates that two of his four patients Fad amoebae in 
their feces; thus, this seminal report does mot conform to 
definitions of ulcerative colitis then or now. It is equally 
revealing that Murray’s research was corducted under 
George Draper, who had pioneered a psychosomatic ap- 
proach that emphasized the identification of ‘ constitutional” 
characteristics which might identify specific :ypes of people 
who were susceptible to particular illnesses. From the begin- 
ning, interest in psychological factors in ulcerarive colitis was 
part of a more general psychosomatic moverr ent in the years 
between the two world wars. 

The most prominent psychosomatic researcher at the time 
was Franz Alexander. Although caricatured <s rigidly adher- 
ing to the notion that specific personality conflicts cause 
specific diseases, Alexander and other researchers were 
equally interested in studying individual factors that might 
explain susceptibility to, and exacerbations and remissions 
of, chronic medical illness. This was and is < legitimate re- 
search agenda, which has largely been igncred by modern 
biomedical scientists. Other factors specific te ulcerative coli- 
tis that influenced the rise of interest in psyckological factors 
were its poorly understood pathophysiology, its unpredict- 
able clinical course, and the therapeutic nikilism of practi- 
tioners of the time. 

Factors that influenced the decline of interest in the psy- 
chosomatic hypothesis for ulcerative colitis smcluded the de- 
cline of the psychosomatic movement, eszecially among 
nonpsychiatrists, and medical advances in tne treatment of 
the disorder. There has also been a “paradigm” shift in our 
understanding of chronic medical disease: what was for- 
merly labeled psychosomatic is now called immunological. It 
can be argued that this shift obscures how lirtle progress has 
been made in our understanding of the ro.e of individual 
factors in chronic medical diseases. 

The sociohistorical approach to ulcerative colitis also fo- 
cuses our attention on enduring and unresolved epistemo- 
logical questions involving chronic disease. The repetition of 
flawed studies of the psychogenesis of ulcerative colitis 
points to the limitations of conceptualizing the role of psy- 
chological factors in chronic disease as analogous to the way 
specific microbial agents cause acute, infectious disease. The 
increasing emphasis on such specificity in psychiatric nosol- 
ogy makes it even more difficult to study the role of psycho- 
logical factors in chronic medical illness. While many per- 
sons have noted the need for a biopsychosecial approach, 
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both research and clinical approaches have fallen far short of 
the rhetoric. 

The investigation of psychological factors in ulcerative 
colitis will undoubtedly be helped by better study design, but 
it is equally important to correct other mistakes of the past. 
We need to 1} frame the problem of psychological etiology in 
a less “either-or” manner (e.g., infectious versus psycho- 
genic), 2) recognize the complex and potentially covarying 
relationship between emctional and physical symptoms, and 
3) investigate the “why me?” and “why now?” questions in 
chronic disease, which are often the most important ones for 
patients but are typically outside the medical gaze. 


R=FERENCES 


1. North CS, Clouse RE, Spitznagel EL, et al: The relation of 
ulcerative colitis to psychiatric factors: a review of findings and 
methods. Am J Psychiatry 1990; 147:974-981 

2. Aronowitz RA, Spiro HM: The Rise and Fall of the Psychoso- 
matic Hypothesis in Ulcerative Colitis. J Clin Gastroenterol 
1988; 10:298~—305 

3. Murray CD: Psychogeric factors in the etiology of ulcerative 
colitis and bloody diarrhea. Am J Med Sci 1930; 180:239-248 


ROBERT A. ARONOWITZ, M.D. 
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Str: The review by Dr. North and associates concluded 
that the most rigorous studies have failed to find an associ- 
ation between psychiatric disorders and ulcerative colitis. In 
epidemiological studies, variables associated with both the 
risk factor and the disease should be considered, as they 
might have a confounding effect on the presence or absence 
of an association. Smoking is strongly associated with psy- 
chiatric disorders (1) and a decreased risk of ulcerative colitis 
(2, 3). The net effect of these two combinations could be to 
mask any association between psychiatric disorders and ul- 
cerative colitis. I wondez whether any of the studies Dr. 
North reviewed considered smoking status. 
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JOHN R. HUGHES, M.D. 
Burlington, Vt. 


Dr. North and Associates Reply 


Str: Dr. Hughes is correct that ulcerative colitis is less 
prevalent in smokers than in nonsmokers. Previous studies 
have not systematically determined the importance of smok- 
ing history when examining relationships of psychiatric ill- 
ness to the bowel disease. The studies we reviewed did, how- 
ever, consider all patients who presented clinically with 
ulcerative colitis. Thus, we still must conclude that in the 
group that actually expresses this medical illness, psychiatric 
abnormalities are not more prevalent than they are in the 
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general population. Although a reliable marker (for example, 
a genetic one) of a predisposition to ulcerative colitis is not 
presently available, this question’ could possibly be further 
explored in future studies. 


CAROL S. NORTH, M.D. 

RAY E. CLOUSE, M.D. 
EDWARD L. SPITZNAGEL, PH.D. 
' DAVID H. ALPERS, M.D. 

: St. Louis, Mo. 


Cigarette Use and Hyponatremia in Schizophrenic Patients 


Sir: Michael Allon, M.D., and associates (1) repeated the 
work of Burn et al. (2) showing that cigarette consumption 
impairs free water clearance in normal subjects under short- 
term experimental conditions. They extended that work by 
showing that the same mechanisms operate under short-term 
experimental conditions in chronic schizophrenic patients 
with previous dilutional hyponatremia. Dr. Allon and asso- 
ciates effected a steady-state diuresis with normal free water 
clearance in six normal subjects and two patients. Then, both 
groups used cigarettes, which was followed promptly by im- 
paired free water clearance. The authors concluded that cig- 
arette use may contribute to water intoxication among 
chronic schizophrenic patients. 

The authors’ first patient presented with a generalized sei- 
zure; her plasma and urine osmolalities were 232 and 364 
mosmol/kg, respectively. She had a history of polydipsia and 
eating cigarette butts. The second patient presented with a 
generalized seizure and had a serum sodium level of 106 
mmol/liter and a urine specific gravity of 1.014, equivalent to 
a urine osmolality of about $20 'mosmol/kg 3 ). He had a 
history of polydipsia and heavy cigarette smoking. 

The authors did not report serial urine osmolalities in their 
two patients following water intoxication. They suggested 
that the atypically concentrated urine osmolalities (364 and 
520 mosmol/kg) when the patients were water intoxicated 
were due to the proximity of cigarette use and laboratory 
measurement. On the basis of the findings in the authors’ 
table 1, the patients must have used cigarettes within 90 
minutes of the measurement of urine concentration. More 
typically, water-intoxicated schizophrenic patients have very 
dilute urine, and polydipsia and hyposthenuria long antedate 
the onset of water intoxication (4). We think that the pa- 
tients of Dr. Allon and associates had the more classic syn- 
drome of inappropriate antidiuresis with mild or no poly- 
dipsia and large circulating levels of arginine vasopressin 
when they were hyponatremic, in contrast to most schizo- 
phrenic patients with water intoxication who consume large 
quantities of water and have low: circulating levels of vaso- 
pressin when they are hyponatremic (5). 

An interpretation that suggests ;nicotine-induced hypona- 
tremia in these two patients seems weak for four reasons: 1) 
the patients and the control subjects responded similarly to 
nicotine challenge, 2) 29% of the U.S. population smokes 
cigarettes, 3) water intoxication appears almost exclusively 
among those with advanced and chronic psychosis, and 4) 
there is no correlation between serum osmolality and serum 
nicotine levels among schizophrenic patients subject to water 
intoxication (6). We believe that clinicians will best serve 
their schizophrenic patients who, have dilutional hypona- 
tremia by looking at mechanisms of osmotic regulation that 
distinguish schizophrenic patients from normal subjects. 
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Therefore, we recently observed vasopressin secretion in a 
patient with chronic schizophrenia. 

Sampling vasopressin every 10 minutes for 24 hours, we 
studied one polydipsic, chronically hyponatremic schizo- 
phrenic patient and one normal control subject. The number 
of vasopressin secretory bursts per 24 hours was 26 for the 
control subject and 24 for the patient. The mean+SD mass 
of vasopressin secreted per burst was 4.4+1.0 pg/ml for the 
control subject and 2.0+0.6 for the patient. The mean+SD 
interburst interval was 53426 minutes for the control sub- 
ject and $8+23 for the patient. The mean+SD maximal rate 
of vasopressin secretion per burst was 0.25+0.05 pg/ml per 
minute for the control subject and (1.19+0.02 for the patient. 
The daily vasopressin secretory rate was 216 pg/ml for the 
control subject and 126 pg/ml for the patient. These highly 
preliminary observations suggest that the mass of vasopres- 
sin secreted per burst, but not the number of vasopressin 
release episodes, was reduced in this patient with schizophre- 
nia and severe water imbalance. Thus, burst mass, not burst 
frequency, may distinguish schizophrenic patients from nor- 
mal subjects. Further studies are needed in which additional 
patients and control subjects are evaluated with various de- 
grees of water intoxication. 


REFERENCES 


1. Allon M, Allen HM, Deck LV, et al: Role of cigarette use in 
hyponatremia in schizophrenic patients. Am J Psychiatry 1990; 
147:107S—1077 

2. Burn JH, Truelove LH, Burn I: The antidiuretic action of nic- 
otine and of smoking. Br Med J 1945; 1:403-406 

3. Vieweg WVR, David JJ, Rowe WT, et al: Nomograms of poly- 
uria for men and women with psychosis, intermittent hypona- 
tremia, and polydipsia (PIP syndrome). Psychiatr Med 1988; 
6:29-40 

4, Vieweg V, Rowe W, David J, et al: Hyposthenuria as a marker 
for self-induced water intoxication and schizophrenic disorders. 
Am J Psychiatry 1984; 141:1258-1260 

5. Vieweg WVR, Robertson GL, Godleski LS, et al: Diurnal vari- 
ation in water homeostasis among schizophrenic patients sub- 
ject to water intoxication. Schizophrenia Research 1988; 
1:351-357 

6. Vieweg WVR, David JJ, Rowe WT, et al: Correlation of ciga- 
rette-induced increase in serum nicotine levels with arginine 
vasopressin concentrations in the syndrome of self-induced wa- 
ter intoxication and psychosis (SIWIP). Can J Psychiatry 1986; 
31:108~-111 


VICTOR VIEWEG, M.D. 
JOHANNES VELDHUIS, M.D. 
ROBERT LEADBETTER, M.D. 

PAUL HUNDLEY, PH.D. 

MICHAEL SHUTTY, PH.D. 
Staunton, Va. 


Sir: Dr. Allon and associates presented evidence that ex- 
cessive smoking might contribute to hyponatremia in schizo- 
phrenia. In their article they failed to cite studies that do not 
support this hypothesis (1), including one study that failed to 
show that serum nicotine was correlated with plasma or 
urine osmolality, plasma arginine vasopressin level, or 24- 
hour vrine volume (2). Perhaps Dr. Allon could comment on 
the discrepancy between their study and these studies. 
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2. Vieweg WVR, David JJ, Rowe WT, et al: Corzelation of ciga- 
rette-induced increase in serum nicotine levels with arginine 
vasopressin concentrations in the syndrome of self-induced wa- 
ter intoxication and psychosis (SIWIP). Can J Fsychiatry 1986; 
31:108-111 


JOHN R. HUGHES, M.D. 
Burlington, Vt. 


Dr. Allon Replies 


Sir: In our study we described two schizophrenic patients 
who developed severe hyponatremia with inappropriately 
concentrated urine in the setting of polydipsia and heavy 
cigarette use. Following their recovery from the hypona- 
tremia, both patients exhibited normal urinary dilution dur- 
ing water loading, which was subsequently impaired acutely 
by cigarette use. The renal response to smoking during water 
loading was then shown to be similar to that measured in 
normal control subjects. We concluded from these observa- 
tions that by stimulating vasopressin release, cigarette use 
impaired urinary dilution; in combination w:th polydipsia, 
this could produce water intoxication. 

Dr. Vieweg and associates and Dr. Hughes believe that our 
conclusions about the role of cigarette use in the pathogen- 
esis of water intoxication in schizophrenic patients re not 
warranted. However, neither the similarity of the response to 
cigarette use in schizophrenic patients and control subjects 
nor the high prevalence of smoking in the general population 
militate against our hypothesis. Smoking by itself should 
not produce water intoxication; there must be concurrent 
polydipsia. Water intoxication may occur przdominantly in 
patients with advanced psychosis precisely because these pa- 
tients have the most severe polydipsia. The lack of correla- 
tion between serum osmolality and serum nicotine levels in 
the study by Vieweg et al. (1) does not necessarily exclude a 
causal relationship. The increase in plasma vasopressin levels 
after smoking is very short-lived, lasting only 15 minutes (2), 
whereas the biologic effect on urinary dilution lasts as long as 
90 minutes, as our article indicated. Thus, hypo-osmolality 
may occur after the vasopressin level has returned to normal. 

Finally, Dr. Vieweg and associates question the relevance 
of the short-term experimental conditions in our study. In 
fact, patients with self-induced water intoxication and psy- 
chosis have a normal serum osmolality most of the time, 
whereas the onset of hyponatremia is acute. We did not 
intend to negate the importance of acute psychosis in con- 
tributing to the development of water intoxication. Per- 
haps acute psychosis is associate with an exaggeration of 
both polydipsia and smoking so as to produce acute water 
intoxication. 


REFERENCES 


1. Vieweg WVR, David JJ, Rowe WT, et al: Correlation of ciga- 
rette-induced increase in serum nicotine levels with arginine 
vasopressin concentrations in the syndrome of self-induced wa- 
ter intoxication and psychosis (SIWIP). Can J Psychiatry 1986; 
31:108-111 

2. Rowe JW, Kilgore A, Robertsor GL: Evidence in man that 
cigarette smoking induces vasopressin release via an airway- 
specific mechanism. J Clin Enocrinol Metab 1980; 51:170-172 


MICHAEL ALLON, M.D. 
Birmingham, Ala. 


689 


LETTERS TO THE EDITCR 


Test of Dopamine-Blocking Potential of Clomipramine 


Str: Reports by Jeffrey L. Tate, M.D. (1), Roch H. Bou- 
chard, M.D., and colleagues (2), and Thomas M. Brod, M.D. 
(3) have suggested a potential association between fluoxetine 
treatment and the development of parkinsonism. Lipinski et 
al. (4) described akathisia in five fluoxetine-treated patients, 
indicating a possible antidopaminergic effect of fluoxetine. 
Baldessarini and Marsh (5) studied both acute and chronic 
effects of fluoxetine on dopa accumulation in rats and found 
that the mean reduction in dopa accumulation (corpus stri- 
atum, nucleus accumbens, and frontal cortex) was more than 
20% in both experimental conditions. All of this clinical and 
preclinical evidence suggests that serotonin reuptake inhibi- 
tors may have neuroleptic-like properties. 

In an attempt to test the potential dopamine-blocking ac- 
tion of clomipramine, we decided to count the frequency of 
blinking in patients with obsessive-compulsive disorder while 
they were participating in our clomipramine study. Reduced 
blinking is known to be one of the more sensitive markers for 
detecting early parkinsonism. The blink counts were made in 
a quiet examination room at all times of day with the subject 
in a supine position during the 5-minute resting period be- 
fore supine blood pressure measurement. The time (in sec- 
onds) required for 10 blinks was recorded at baseline (N=12 
for weeks 0-2, N=15 for weeks 3—10) and weekly thereafter 
until the end of the study. The difference in mean+SD num- 
ber of blinks per minute between baseline (23.8£11.5) and 
the end of the first week of clomipramine treatment (29.3+ 
9.3) was not statistically significant (t=—1.65, p=0.13). 
Subsequent weekly blink rates showed no statistically signifi- 
cant difference from baseline. These data suggest that clomi- 
pramine does not exert clinically significant antidopaminer- 
gic action in patients with obsessive-compulsive disorder. 
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SUCK WON KIM, M.D. 
MAURICE W. DYSKEN, M.D. 
Minneapolis, Minn. 


Dr. Bouchard and Associates Reply 


Sır: We read with interest the letter of Drs. Kim and Dys- 
ken reporting the lack of an antidopaminergic effect of clo- 
mipramine. This result may seem to contradict our previous 
clinical report, since clomipramine and fluoxetine are both 
considered to be serotonin reuptake inhibitors. However, it 
must be emphasized that, unlike fluoxetine, clomipramine is 
not a specific serotonin reuptake inhibitor. The pharmaco- 
logical actions of clomipramine seem far more complex than 
those of fluoxetine. In particular, experimental studies sug- 
gest that chronic treatment with tricyclic antidepressants 
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results in increased sensitivity of postsynaptic dopamine re- 
ceptor function in CNS dopaminergic pathways (1, 2). 
Therefore, an antidopaminergic effect provoked by the en- 
hancement of serotonergic neurotransmission by clomi- 
pramine could be counterbalanced by this hypersensitivity of 
the postsynaptic dopaminergic receptor. 

It would be interesting to replicate the study of Drs. Kim 
and Dysken using fluoxetine. 
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ROCH H. BOUCHARD, M.D. 
| E. POURCHER, M.D. 
i P. VINCENT, M.D. 
_ Quebec City, Que., Canada 


The Homeless Mentally Ill 


Sir: In his commentary “Will We Save the Homeless Men- 
tally Hl?” H. Richard Lamb, M.D: (1) followed his rhetorical 
question “Does society have the: right to deny involuntary 
treatment to this population?” with a number of opinions 
and recommendations that, taken together, would permit 
thousands of our homeless but still politically free citizens to 
live a life dominated by psychiatric control. In his words, 
“All incompetent and/or dangerous or gravely disabled 
homeless mentally ill persons should be brought to hospitals, 
involuntarily if necessary.’ 

In an apparent effort to reassuré “some professionals” and 
perhaps some patients, Dr. Lamb asserted, “Studies have 
shown that, after they have gone into remission, a large pro- 
portion of patients who had refused treatment state that their 
involuntary hospitalization was appropriate” (italics added). 
One of the references he gave (2) was not a study at all. It 
was a 10-year-old letter to the Editor that referred to some 
questions its authors asked 20 patients. The other reference 
(3) was a badly flawed report of a study that lacked control 
subjects and random selection. A number of involuntary pa- 
tients were questioned by the staff of the institution in which 
they were confined at the time. The authors stated, “We are 
inclined to believe that at least some of the patients were 
telling the truth since it was shown here that a minority freely 
and explicitly told us that they do not approve of being 
detained in hospital” (italics added). Upon such thin evi- 
dence did Dr. Lamb build his case for setting aside the rights 
and liberties of so many. 

His viewpoint ignores not only 1 the offense to civil liberties 
in locking up homeless people against their will but also the 
inherent danger of thus covering.up serious political issues 
about poverty in America. It also idenies the obviously coer- 
cive aspects of treatment or research when the subjects are 
deprived of their freedom and civil rights. As students of the 
mind, we should know that when people are incarcerated 
against their will, their primary responses will be to the co- 
ercive aspects of their experience, thus corrupting any notion 
of treatment or research (4). 
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Bethesda, Md. 


Dr. Lamb Replies 


Str: It does not seem productive to get into a prolonged 
discussion of the merits of the references in my article. 
Perhaps a more useful approach would be the clinical ex- 
perience derived from treating schizophrenic patients: they 
very frequently ask for the opposite of what they want and 
need; they test for limits until we provide them; they most 
often respond with relief and lessening or even remission 
of symptoms when these limits are set; and they can at 
times, though by no means always, tell us that they felt these 
limits were helpful. This of course applies to homeless men- 
tally ill persons when they are incompetent to make a deci- 
sion about treatment and when involuntary treatment is our 
only alternative. 

My article, however, was about much more than involun- 
tary treatment for the homeless mentally ill. One crucial issue 
has to do with whether we meet the many needs of these 
unfortunate human beings or whether we place a higher pri- 
ority on our own needs by adhering to our preconceived 
ideolagies regardless of the plight of the patients. We feel 
good about ourselves by acting on the basis of what we have 
already decided is right, but in doing so we do not consider 
the consequences for the welfare, the safety, the very lives of 
our patients. Ideology should not determine clinical practice, 
but rather clinical experience should determine ideology. 

The focus of my article was on only that group of the 
homeless who have chronic and severe mental illness. 1 be- 
lieve there is a tendency for some to deny the contribution 
that severe mental illness makes to homelessness in this par- 
ticular group. When this happens, a great disservice is done 
to the homeless mentally ill. We should be mindful of the 
need for the full range of psychiatric treatment, including 
assertive case management, supported housing with varying 
degrees of structure, neuroleptic medications, day treatment, 
assistance with money management, and a whole array of 
social and rehabilitative services. The chronically and se- 
verely mentally ill, of whom the homeless mentally ill are a 
subpcpulation, must be given the highest priority in public 
mental health policy if we are to solve their problems and 
truly give them freedom—the freedom to live the best lives of 
which they are capable. 


H. RICHARD LAMB, M.D. 
Los Angeles, Calif. 
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Avoiding the Charge of Negligent Release 


Sir: I enjoyed the article by Norman G. Poythress, Jr., 
Ph.D. (1) on avoiding negligent release cases and agree that 
a videotaped exit interview or a ““Dangerousmess Assessment 
Sheet” would be helpful in the event of legal sroceedings. It 
is important to note that wh:chever method is chosen, it must 
be mandatory for all discharged patients regardless of their 
perceived dangerousness. Otherwise, if a patient werz to 
prove to be dangerous after having been disciarged witk the 
appropriate form or videotape completed, the plaintiff's at- 
torney would surely suggest that the physiciam in fact deemed 
the patient dangerous, since the “dangerous patient” proto- 
col was activated. 

This clear need to apply zhe protocol to all patients mili- 
tates against use of the videotape method, given the extra 
equipment and physician time that it requires. 
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Dr. Poythress Replies 


Sir: Dr. Westreich correctly points out th2 potential risks 
and costs of implementing some of the ri:x management 
procedures suggested in my article, If a psychiatrist uses such 
procedures with only some >atients, other persons may -ater 
infer that the procedures were implemented because the doc- 
tor thought the patient migat become dangerous. Dr. West- 
reich’s conclusion is that such procedures must therefore be 
used with all patients and that this makes videotaped exit 
interviews too costly in terms of physician time. 

Let me suggest ways that would allow the selective use of 
these risk management procedures and yet avoid the unde- 
sirable inferences and excessive casts. First, ~he implementa- 
tion of these protocols or procedures might be spelled ont in 
policy for only selected classes of patients, end the justifica- 
tion for selective use coulc be included in the policy. For 
example, special assessment procedures mizht be required 
for all patients admitted after a verdict of not guilty by rea- 
son of insanity, because the courts and the public mav as- 
sume that they are potentially dangerous, whether or not 
they are viewed clinically as significant risk=. In a civil hos- 
pital, the procedures might be implemented selectively for 
patients whose involuntary commitment aprears to be based 
on a finding of dangerousness to others bw: not for those 
admitted as gravely disabled, again because of the assump- 
tions that the courts and the public may later make, and not 
necessarily because the patient is viewed clin-cally as a risk at 
the time discharge is considered. While the rationales and 
policies developed may differ among hospitals, given the dif- 
ferent clientele served, an explicit policy directing that these 
procedures be used selectively with subgrcups of patients 
would probably avoid the undesired inference that might 
result from the ad hoc use of such procedures. 

As for the excessive cost in terms of physician time of 
videotaped exit interviews, | suggest that any of several mem- 
bers of an interdisciplinary treatment team might conduct 
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the interviews. The team might develop a semistructured in- 
terview outline to ensure that certain issues (e.g., attitudes 
toward medications, current feelings of hostility toward oth- 
ers, intentions to harm others) are discussed with the patient, 
and the psychiatrist woud certainly have to be involved in 
developing the general interview protocol. Once developed, 
however, the interview could be conducted by a skilled social 
worker, nurse, or psychologist, thus minimizing the amount 
of physician time required. 


NORMAN G. POYTHRESS, PH.D. 
Tampa, Fla. 


Autonomic Orienting Responses and Criminal Behavior 


Sir: In a recent article (1), Adrian Raine, D.Phil., and 
associates presented their findings on autonomic orienting 
responses with respect to antisocial behavior. The study it- 
self represents an important contribution toward our un- 
derstanding of the predisposition to sociopathy. The au- 
thors prospeczively studied 101 male subjects, first when they 
were 15 years old and then again at age 24. This was done 
for the purpose of psychophysiologically comparing those 
with criminal records (N=17) to the others (N=84). The 
results demonstrated that smaller measures of certain auto- 
nomic orienting reflexes (i.e., skin conductance and deceler- 
atory/acceleratory heart rate) were significantly more preva- 
lent in the subjects with criminal records (31%) than in the 
control subjects (10%). 

These findings may provide us with a better biological 
perspective of the human reaction of administering physical 
punishment in response to antisocial activity. This appears to 
be an innate, even court-mandated reaction in various soci- 
eties, cultures, and individuals. The punishment can be 
viewed as a biological adaptation of those living with the 
criminal, with the purpose of “reorienting” the sociopathic 
person’s nervous system toward more relevant external cues, 
leading to more socially acceptable behavior. This could rep- 
resent a form of reconditioning and sensitizing the criminal’s 
autonomic nervous system to correct the perceived condi- 
tioned deficits that are observed in antisocial populations (2). 
It can be questioned whether these punishments correct the 
perceived deficit or merely stop the outward behavior. Dr. 
Raine and associates have suggested a better approach, that 
of using the antisocial person’s enhanced “active” attention 
to motivating stimuli (3) as a means of rehabilitation. | 

William James, a century ago, wrote that all states of the 
mind are neurally conditioned. He said that every individual 
has a different threshold of attention for pain, fear, sensa- 
tion, misery, etc. and that this threshold will largely deter- 
mine the individual’s philosophy of life (4). He spoke out 
against the “medical matertalists’ who judged a person’s 
opinions by their origins and not simply by their own intrin- 
sic value. To the degree that one can separate functional 
cognition from biological nervous system functioning, it can 
be argued that antisocial behavior reflects a primary consti- 
tutional nervous system outgrowth rather than a primary 
cognitive defect per se. The cognitive defect can be viewed as 
secondary to the individual’s nervous makeup. It remains to 
be seen whether this would hold true for other personality 
types and what the relative contributions of other variables 
(i.e., psychosocial) to the whole character are. 
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DAVID I. MAYERHOFF, M.D. 
Glen Oaks, N.Y. 


Dr. Raine Replies 


Sir: Dr. Mayerhoff raises three. important and interesting 
issues stemming from our article.'The first is whether inter- 
vention strategies aimed at reversing orienting deficits in an- 
tisocial populations should focus on the use of punishments 
to reorient the individual to relevant socializing cues. A po- 
tentially more potent strategy, however, is suggested by re- 
cent psychophysiological and behavioral studies (1—3) which 
indicate that psychopathic individuals are more sensitive 
than nonpsychopathic individuals’ to rewards and situations 
involving “active” attentional processing. 

The second issue is whether the autonomic orienting 
deficits reflect a primary cognitive deficit or whether this 
cognitive deficit is secondary to a more “hard-wired” bio- 
logical/genetic deficit. An answer to this question necessarily 
depends, as Dr. Mayerhoff himself suggests, on the degree to 
which one can separate functional cognition from the CNS. 
The fact that autonomic orienting measures and criminality 
are both in part genetically determined certainly suggests 
that a hard-wired biological deficit underlies orienting defi- 
cits in criminals. In a recent magnetic resonance imaging 
study (4), we observed that skin: conductance orienting is 
correlated at a level of 0.44-0.60 with area of prefrontal 
cortex in normal, intact human beings; fewer orienting re- 
sponses was associated with smaller prefrontal area. Orient- 
ing deficits in criminals could therefore be a function of hard- 
wired prefrontal structural deficits. On the other hand, the 
fact that antisocial persons appear to be quite capable of 
allocating their attentional resources when active attention is 
required (3) could be construed as indicating that passive 
orienting deficits are more cognitive in nature and that they 
possess the appropriate “hardware” for attentional process- 
ing. Until further experimental evidence is forthcoming, it 
will be difficult to choose between these two alternatives. 

The third issue raised by Dr. Mayerhoff is the extent to 
which psychosocial variables play a role in mediating crim- 
inal behavior. In our study, we measured several important 
social and cognitive variables (e.g., socioeconomic status, 
area of residence, academic ability) that have previously been 
related to crime, but none of these was found capable of 
mediating the orienting-crime relationships. It is important 
to emphasize, however, that this does not negate the role of 
social variables in the development of criminal behavior, nor 
do these findings negate the possibility of important interac- 
tions between social and biological variables in determining 
crime, since the small sample size precluded a test of this 
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latter possibility. Indeed, we believe that major break- 
throughs in the understanding of criminal and psychopathic 
behavior will depend on the pursuit of these biosocial inter- 
actions and the combination of neuroscience research with 
clinical, social, and cognitive research. 
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ADRIAN RAINE, D.PHIL. 
Los Angeles, Calif. 


Sun Gazing and Photophilia in Schizophrenia 


Sir: A letter from Peter S. Kamp, M.D., and associates (1) 
reported findings similar to ours (2, 3) on sun gazing in 
psychotic disorders. Interestingly, the first report of this be- 
havior was from Karl Jaspers, describing a schizophrenic 
patient who gazed at the sun only when psychotic (4). We 
consider a behavior photophilic when at least one of the 
following phenomena is present: simple sun gazing, sun gaz- 
ing secondary to hallucinations or delusions (“sun wor- 
ship”), and light seeking without sun gazing. 

More recently, we presented a report on the first system- 
atic study of sun gazing and other unusual light-related be- 
havior in psychiatric patients (5). We have argued that sys- 
tematic investigation of light-related behavior helps identify 
subjects with mild photophilic or photophobic tendencies 
who otherwise are missed. We found a history of sun gazing 
in 31% of the patients with schizophrenia when systematic 
inquiries were made with a specially designed questionnaire 
(5). The schizophrenic sun gazers had higher photophilia 
scores (5.1£0.9) and lower photophobia scores (0.9+1.1) 
than control subjects (photophilia, 3.041.0; photophobia, 
1.61.0) (p<0.001). In another study (H. Gerbaldo et al., 
unpublished data), 10 schizophrenic patients living in an 
open ward were studied for over 1 year. We observed that 
four of the 10 patients chose very open, bright areas (about 
90,000—100,000 lux) on 50%—70% of the sunny days, 
showing a clear photophilic light-exposure pattern. 

In a recent study, we asked subjects to stop a paced in- 
crease in the light intensity of a translucent screen when the 
light became uncomfortable. The light source was turned off 
automatically after 15 seconds if the subject had not already 
stopped it. The thresholds of discomfort at high luminances 
were found to be higher in the 20 schizophrenic patients 
(8474232 footcandles) than in the 13 control subjects 
(3874241 footcandles) (p<0.001); the highest thresholds 
were found in nine schizophrenic sun gazers (944+142 foot- 
candles) and the lowest in one depressed patient (250 foot- 
candles), We hypothesize that decreased sensitivity to light 
(or an increased threshold of discomfort at high luminances) 
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in schizophrenia probably contributes to the photophilic ten- 
dencies (5). 

This light-related behavior needs to be studied further for 
a number of reasons. Sun gazing implies a risk of retinal 
damage and should not be overlooked (1, 5 . Furthermore, 
behavioral patterns affecting exposure to light influence meas- 
urements of photosensitive neuroendocrine processes. There- 
fore, systematic evaluation of light-related behavior will 
complement chronobiological studies of the psychoses (4). 
Finally, since dopamine has been found to decrease retinal 
responses to light (6), decreased sensitivity so light and re- 
lated behavior may reflect a neurophysiolcgical substrate 
linked to the biology of schizophrenia, thereby offering new 
research opportunities. 
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HECTOR GERBALDO, M.D., PH.D. 
GUNVANT THAKER, M.D. 
SHAWN CASSADY, M.D. 
Baltimore, Md. 


What’s Wrong With “ECT? 


Str: When I read the letter from Charles H. Kellner, M.D., 
and David Ramsey, M.D. (1), my first reaction was to think 
of a newfangled appellation for ECT. Should it be called 
artificially induced cerebral dysrhythmia (A-CD), or thera- 
peutic cerebral dysrhythmia (TCD), or rev2rsible cerebral 
dysrhythmia (RCD), or modified Cerletti and Bini procedure 
(MCBP), or should we use modifications cf mythological 
names such as Zeus and Thor or just call t electrcplexy? 
While looking for other terms, I began to wonder why a new 
name should not be easily “orthcoming when “we know a 
great deal about how seizures affect the orain, and our 
knowledge is increasing rapidly” (1). 

Although recent years have seen the accumulation of vo- 
luminous data concerning ECT, do we really znow how ECT 
works? The most definite aspect of the procedure is that it 
involves passing a certain amount of electrical current 
through the brain for a certain duration of zime to achieve 
the therapeutic benefit. Such a procedure can only be desig- 
nated as electroconvulsive or convulsive therapy until we 
fathom the underlying mechanism of action. 

As Drs. Kellner and Ramsey themselves pointed out, 
“Knowledgeable people can no longer doub- the safety and 
efficacy of an electrically induced seizure uncer general an- 
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esthesia for the treatment of severe depression. And few who 
have firsthand knowledge . . . think it anything other than a 
modern, humane therapy for a group of very serious illness- 
es.” Surely, then, the answer lies in increasing the number of 
such knowledgeable people by educating the public and let- 
ting them know more about the procedure. We should not be 
offended by the need to prove yer again that it works. 

As I see it, we have two options: 1) changing the existing 
name and hiding behind the new term or 2) keeping the 
present name and educating the public about the therapeutic 
procedure. The first stance is likely to be perceived by the 
press and the public as defensive. A new name is likely to be 
as unpopular as were Koch’s and Hansen’s for tuberculosis 
and leprosy, respectively. The press is still likely to call it 
shock therapy or ECT, and the public will wonder what we 
are defensive about. 

Yes, there is a third choice: changing the name and edu- 
cating the public. However, this has to wait until we can 
make a change in the existing name that is based firmly on 
the underlying mechanism of action. 

I suggest, too, that there is no need to frighten our patients 
and their relatives. We stould allay their fears by educating 
them. This education, an integral part of the informed con- 
sent process, should (and does) include a description of the 
procedure, a video demonstration of the procedure for skep- 
tical or fearful patients or relatives, and a discussion about 
the results. To achieve this there is no need to hide behind 
novel labels. 
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NIRAJ AHUJA, M.D. 
New Delhi, India 


' 


Dr. Kellner and Dr. Ramsey Reply 


Sir: We applaud Dr. Ahuja’s creative efforts to coin a new 
term for ECT and agree with his major premise that the 
public should be better educated about the procedure. How- 
ever, we do not believe that a name change need necessarily 
await the discovery of the ancerying mechanism of action of 
the treatment. 

As long as anti-ECT Stepapands such as the recent Ger- 
aldo Rivera television program continues to misinform the 
public, we feel that responsible mental health professionals 
should do everything possible to promote a truthful, bal- 
anced view of this life-saving medical procedure. We remain 
hopeful that changing the name might be a significant part of 
this effort. 


CARLES H. KELLNER, M.D. 
Charleston, S.C, 

DAVID RAMSEY, M.D. 
Jobnson City, Tenn. 


Reprints of letters to the Editor are not available. 
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The Clinical Meaning of Refractory Depression: 
A Review for the Clinician 


Richard Guscott, M.D., and Paul Grof, M.D., Ph.D. 


Objective: The authors’ goal is to address the complex issue of treatment-refractory depres- 
sion from a clinical perspective. Data Collection: They review the literature on the maior 
clinical and methodological issues involved in the treatment and study of treatment-refractory 
depression as well as primary and tertiary care surveys of patients whose depression has not 
responded to treatment. Findings: There are methodological problems in defining treatment- 
refractory depression and in the tertiary care surveys of treatment-refractory depression. The 
authors define treatment-refractory depression as primarily involving diagnostic-treatment 
variables rather than patient variables. They articulate these variables as a series of questions 
the clinician may consider when confronted with patients who are consiaered refractory: 1) 
Is the diagnosis correct? 2) Has the patient received adequate treatment? 3) Was a rational 
stepped-care approach used? 4) How was outcome measured? 5) Is there a coexisting medical 
or psychiatric disorder that interferes with response to treatment? and 6) Are there factors in 
the clinical setting that are interfering with treatment? Conclusions: The problem of treatment- 
refractory depression has to do primarily with the diagnostic-treatment process than with 
patient variables. This bas a number of implications in the areas of training, education, re- 
search, and public health. The evidence indicates that improvements in the recognition and 


treatment of depression are needed. 
(Am J Psychiatry 1991; 1483:695-704) 


[ is generally accepted that a substantial percentage . 


of depressed patients fail to respond to treatment with 
standard pharmacotherapy. Ayd (1) estimated this per- 
centage to be about 20%. In this paper, we review some 
of the major clinical and methodologica. issues involved 
in the treatment and study of patients with refractory 
depression. We look first at the issue of defining treat- 
ment-refractory depression. Second, we briefly review 
the tertiary care surveys of patients with the diagnosis 
of refractory depression. Third, we propose a concep- 


Received April 13, 1990; revision received Oct. 11, 1990; accepted 


Nov. 9, 1990. From the Affective Disorders Prog-am, Hamilton Psy- 
chiatric Hospital. Address reprints requests to Dr. Guscott, Affective 
Disorders Program, Hamilton Psychiatric Hosp:tal, P.O. Box 585, 
Hamilton, Ontario L8N 3K7, Canada. 

Copyright © 1991 American Psychiatric Association. 


Am J Psychiatry 148:6, June 1991 


tual schema for understanding the phencmenon of re- 
fractory depression and identify both clinical and re- 
search issues. Finally, we address some of the broader 
issues raised by our understanding of the phenomenon 
of treatment-refractory depression. 


THE PROBLEM OF DEFINITION 


The issue of definition poses a major methodological 
problem in studying treetment-refractory depression, 
and we found no general consensus regarding this is- 
sue. This problem was acdressed in 1974 at the World 
Psychiatric Association symposia on thezapy-resistant 
depression (2, 3). A distinction was made then between 
absolute and relative treatment resistance—absolute 
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was defined as failure to respond to 150 mg/day of imi- 
pramine or the equivalent after 4-6 weeks and relative 
was defined as the failure to respond to less than 150 
mg/day. Clearly, by today’s standards such a definition 
would be considered inadequate given the higher doses 
recommended by most clinicians (4-7). The implica- 
tion of this early definition was that relative treatment 
resistance was due to the undertreatment of depression. 
Since 1974, treatment-refractory depression has been 
defined according to very “strict” or very “loose” cri- 
teria based on the intensity or duration of treatment 
and the number of treatment modalities applied (8, 9). 

The distinction between absolute and relative treat- 
ment resistance appears to be crucial for both meth- 
odological and obvious clinical reasons. Each likely in- 
volves very different variables accounting for the lack 
of response, including both treatment and patient vari- 
ables. These variables were well reviewed by Thase and 
Kupfer (9). Most research has focused on those patients 
who are relatively unresponsive to treatment, and there 
is a tendency to equate relative lack of response with 
nonresponsiveness to tricyclics (10). This is analogous 
to equating essential hypertension that is unresponsive 
to thiazide diuretics with refractory hypertension, a ter- 
minological confusion that can be avoided by applying 
a rational stepped-care approach to hypertension (11). 

The proposed distinction between relative and abso- 
lute failure to respond to treatment begs a number of 
crucial questions. Does the distinction make clinical 
sense? Is there truly such a phenomenon as absolute 
failure to respond? If so, what is the magnitude of this 
problem? How does it compare to the problem of rela- 
tive refractoriness with respect to morbidity and mor- 
tality? 

The evidence from surveys of patients defined as re- 
fractory in tertiary care settings points overwhelmingly 
to undertreatment as the crucial variable in conferring 
refractoriness on depressed patients (12-15). A major- 
ity of the depressed patients referred for tertiary care 
consultation, including a group referred for psychosur- 
gery, had quite simply not received adequately inten- 
sive psychopharmacological treatment. 

Consistent with the evidence for the undertreatment 

of depression, there is evidence that manic-depressive 
illness is both underrecognized and undertreated. In 
their recent text, Goodwin and Jamison (16) estimated 
that no more than one-third of patients with manic-de- 
pressive illness receive treatment. This claim is sup- 
ported by the study of Schou and Weeke (17), who 
described the undertrearment of patients with affective 
disorders who committed suicide. Schou and Weeke 
concluded that a significant percentage of these pa- 
tients could have benefited from either continuation or 
prophylactic treatment with antidepressants or lith- 
tum. 
The findings from tertiary care settings are consistent 
with the research on the diagnosis and treatment of 
depression in primary care (18-21). The undertreat- 
ment of depression looms as a major problem. 
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The inescapable conclusion from the research litera- 
ture on refractory depression and the recognition and 
treatment of mood disorders generally is that refractory 
depression is first and foremost a sociological fact—a 
phenomenon of labeling. That is, patients have refrac- 
tory depression because they have been labeled as such 
by their treating clinicians and not necessarily because 
they do not have the potential to respond to treatment. 
The evidence clearly points to undertreatment as the 
primary cause of so-called refractory depression. 

Six clinical questions must be answered to understand 
refractory depression. These are listed in appendix 1. 
Here we review the best available literature in each area, 
making specific recommendations with regard to treat- 
ment strategies and identifying areas requiring further 
research. 


Is the Diagnosis Correct? 


Rather than reviewing the question of the differential 
diagnosis of depression here, we raise some questions 
about the differential diagnosis in patients who have 
been defined clinically as havirig refractory depression. 

The evidence from tertiary care surveys points to the 
overdiagnosis of primary affective disorders in patients 
who have been defined as treatment refractory. These 
patients appear to have had a heterogeneous group of 
primary disorders. For example, MacEwan and Remick 
(14) reported that 13.3% of patients defined as treat- 
ment refractory had a primary psychiatric disorder 
other than affective disorder. 

The possibility of overdiagnosis of affective disorder 
is a largely unstudied phenomenon. Whybrow et al. (22) 
noted that “the availability of relatively specific forms 
of therapy may ... have increased the number of diag- 
noses of affective disorders in recent years. There is evi- 
dence that physicians frequently give precedence to a 
diagnosis for which treatment is available or that holds 
the promise of a good prognosis.” There has been a shift 
in diagnostic practices toward affective disorders. In 
many facilities, the diagnosis of affective disorders in 
general and bipolar illness in particular increased sub- 
stantially during the past 25 years, probably because of 
changed therapeutic expectations (23, 24). 

This consideration leads directly to the issue of the 
distinction between primary arid secondary depression 
in patients who are considered refractory. (We are re- 
ferring to secondary depression in its “derivative” 
meaning, i.e., as causally derived from a primary nonaf- 
fective disorder whether psychiatric or medical.) 

It is important to make the distinction between pri- 
mary and secondary depression for a number of crucial 
clinical reasons. In the 1984 study by Keller et al. (25) 
of 97 patients treated at university medical centers, the 
diagnosis of secondary depression emerged as a major 
predictor of chronicity of symptoms despite adequate 
somatic treatment. Two questions remain unanswered 
from both the tertiary care surveys of treatment-refrac- 
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tory depression and the outcome study of Keller et al.: 
Was the primary nonaffective disorder identified by the 
referring clinician? and Was the primary disorder ade- 
quately treated? It would appear that the primary 
nonaffective disorder was not identified, at least in ter- 
tiary care surveys, or the patient would not have been 
referred with the label of treatrment-refractory depres- 
sion. 

The drug treatment of secondary depression has been 
reviewed elsewhere (26). We wish to raise here only the 
issue of the treatment of the primary nonaffective dis- 
order. We concur with Keller et al. that more intensive 
somatic treatment of the primary nonaffective disorder 
might improve the prognosis of the secondary depres- 
sion. 

There is no doubt, however, that the primary-secon- 
dary distinction itself is not uncontroversial, as evi- 
denced by its lack of inclusion in DSM-ITI-R. Attempts 
to validate the primary-secondary distinction by bio- 
logical measures or treatment response have been 
largely unsuccessful (27-29). 

Clinically, what can we take from these considera- 
tions? First, when confronted by a patient defined as 
having treatment-refractory depression, we must con- 
sider the possibility of misdiagnosis—the patient might 
not have a depressive disorder. Second, we must also 
consider the possibility that there is a primary nonaffec- 
tive disorder coexisting with a depressive syndrome. 
The latter consideration, however, should not preclude 
somatic treatment of the depression. Rather, it suggests 
that more careful attention be paid to treatment of the 
primary disorder. 


Has the Patient Received Adequate Treatment? 


Was the dosage adequate? There is good evidence 
from both tertiary and primary care surveys that anti- 
depressants are often used in subtherapeutic doses (30). 
In 1985, Quitkin (30) pointed out that, surprisingly, 
many research trials of antidepressants use inadequate 
doses of antidepressants. Even more worrisome are the 
low doses and inadequate documentation of doses in 
trials comparing antidepressants with psychotherapy, 
as reported in 1989 by Meterissian and Bradwejn (31). 

Clearly, underdosage is a major problem in both clini- 
cal practice and in the research setting. The reasons for 
underdosage are complex and not fully understood. Un- 
derdosage also raises the issue of health care provider 
compliance. From a practical point of view, however, 
the issue can be stated quite simply. What dose of a 
tricyclic antidepressant or monoamine oxidase inhibi- 
tor (MAOI) should be used before concluding that the 
drug is not helpful? Although ideal dose-response stud- 
ies (i.e., with randomized, homogeneous patient sam- 
ples and a double-blind design) are few, there is strongly 
suggestive evidence (32-35) that patients should be 
treated with 300 mg of imipramine or the equivalent 
(for tricyclic antidepressants) or 90 mg of phenelzine or 
the equivalent (for MAOIs) before concluding that the 
medication is ineffective. 
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We agree with the emergent consensus on the appro- 
priate doses but recognize that side effects may prevent 
their attainment, an issue we mcre fully address later in 
this paper. The issue of the relationship between re- 
sponse and tricyclic antidepressant leve.s or platelet 
MAO inhibition is also mare fully addressed later in the 
paper. 

Was the treatment trial of sufficient duration? Inade- 
quate length of antidepressant trials emerges as a major 
factor along with underdosing in the somezic treatment 
of patients defined as having treatment-refractory de- 
pression. 

Although there is some evidence that many patients 
show signs of improvement as early as 3 tc 10 days after 
initiation of treatment with an antidepressant (36, 37), 
most texts recommend at least 4 weeks o! treatment as 
a minimum trial. However, there is some evidence that 
4 weeks is too short a time for an adequate trial with 
antidepressants. In 1984, Quitkin et al. (38) reanalyzed 
the data from three studies of the respomse to antide- 
pressants. In the pooled data, 25% of the patients 
showed no response at week 4 but did show a good 
response at week 6. 

We can make a number of conclusions on the basis 
of the current evidence regarding response to antide- 
pressants over time. First, a substantial majority of pa- 
tients respond during the first 4 weeks of treatment. Sec- 
ond, a substantial minority respond during the first 2 
weeks. However, about 25% respond between weeks 4 
and 6 if they have received adequate doses of antide- 
pressants. 

On the basis of the available evidence we would de- 
fine an adequate trial of antidepressants zs 6 weeks at 
adequate doses (as previously defined). The first 3 
weeks can be used to build up slowly tc an adequate 
dose. Of course, there are many pressures on the clini- 
cian to act and switch to other antidepressants when 
patients fail to respond after 3—4 weeks of treatment. 
The patient’s level of distress, pressure from the family, 
and even the advice of other mental healtk professionals 
can often force the clinician to switch antidepressants 
prematurely. As clinicians, we should res:st such pres- 
sures. Clearly, we need to educate the zatients, their 
families, and other mental health professionals about 
the variable time course of response to cntidepressant 
treatment. 

Was serum monitoring of antidepressaxts employed, 
and, if so, how was it used? We will not review the issue 
of the relationship between tricyclic anticepressant lev- 
els and treatment response. This relatiorship has been 
extensively reviewed elsewhere (39-44). 

There is reasonable consensus that trcyclic antide- 
pressant serum monitoring is indicated ir. patients who 
fail to respond to treatment despite adequate doses and 
in patients who develop severe side effects at low doses 
(45, 46). In recent reviews, Preskorn (47, 48) argued 
strongly for a broader basis for serum monitoring as a 
means of assessing compliance, maximizing response, 
avoiding toxicity, minimizing cost, and avoiding medi- 
cal-legal problems. 
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The potential of serum monitoring to improve the 
treatment of depression ought not to be underestimated. 
However, there is virtually no evidence to demonstrate 
that the use of serum monitoring in routine clinical prac- 
ticé improves therapeutic outcome. We also suspect that 
in many clinical situations the monitoring of tricyclic 
antidepressant levels can lead to inappropriate clinical 
decisions. We have observed many situations where pa- 
tients have been kept'on subtherapeutic doses because 
of levels above the “therapeutic” range. 

The use of determining platelet MAO inhibition in 
patients taking phenelzine also requires careful interpre- 
tation. Again, there is no research showing that the clini- 
cal determination of platelet MAO inhibition in routine 
clinical practice improves therapeutic outcome. Fur- 
thermore, the relationship between platelet MAO inhi- 
bition and treatment response is often misinterpreted by 
clinicians: If we return to the original studies (49, 50), 
we find that they focused on two groups of patients, one 
receiving 30 mg of phenelzine and the other receiving 
60 mg. There was an association between MAO inhibi- 
tion and good response in the group receiving the higher 
dose. This has been erroneously interpreted as meaning 
that 80% platelet MAO inhibition is sufficient for good 
treatment. The correct interpretation of the original 
studies is that 80% inhibition is necessary but not nec- 
essarily sufficient for adequate doses. Dose-response 
studies indicate that 1 mg/kg of body weight of phenelz- 
ine may be required in most patients (50). 

In summary, although we ought not to underestimate 
the potential role of laboratory monitoring of antide- 
pressant therapy, we also ought not to overestimate its 
utility until studies are available on the relationship be- 
tween its clinical use and therapeutic outcome. 

Were other treatments used? The evidence from ter- 
tiary care surveys is that MAOIs are underused in pa- 
tients defined as refractory. MacEwan and Remick (14) 
reported that of those patients defined as refractory and 
who achieved complete remission with further treat- 
ment, 20.3% did so with MAOIs. In addition, Clarry et 
al. (51) recently reported that only a minority of the 
psychiatrists they surveyed routinely prescribe MAOIs. 

The clinical use of MAOIs has been extensively re- 
viewed elsewhere (50-54). Although the role of MAOIs 
was originally defined rather narrowly for the so-called 
atypical depressions, it is clear now that early studies of 
the use of MAOIs for endogenous depression probably 
used inadequate doses, which accounted for the poor 
therapeutic outcome. More recent studies (50, 55, 56) 
suggested that MAOIs are undoubtedly effective in the 
treatment of endogenous depression and that there are 
now broader indications for their use, particularly in the 
geriatric population. Cur own uncontrolled observa- 
tions and those of others are that MAOIs may be highly 
efficacious in the treatment of bipolar depression (57). 
Clearly, further controlled observations are needed. 

The indications for ECT in patients with refractory 
depression have been reviewed by Fink (58), It is clear 
from the tertiary care surveys that ECT is an underused 
treatment modality for refractory depression. Although 
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there is good evidence that ECT should be considered a 
first line in the treatment of psychotic depression, it re- 
mains underused even in this disorder (59-62). 

It is likely that the attitudes of patients, families, and 
other clinicians often work against using ECT even 
when it is strongly indicated. The current climate of 
negative public opinion about the use of ECT only in- 
creases the underuse of this effective treatment in pa- 
tients who clearly could benefit from it. 

It is clear that clinicians in routine clinical practice do 
not use their full therapeutic armamentarium, a phe- 
nomenon worthy of investigation in itself. 

Was compliance a problem? Noncompliance with an- 
tidepressants emerged as a major problem in patients 
defined as refractory in MacEwan and Remick’s study 
(14). In patients defined as refractory who achieved 
complete remission of symptoms with further treat- 
ment, 8.5% had previously been noncompliant with 
medication. In the group that was considered only par- 
tially responsive after intensive somatic treatment, ap- 
proximately 17% were noncompliant. 

Unfortunately, the major psychiatric texts (63-66) 
contain little on the issue of compliance. In the 2,000 
pages of the fourth edition of the Comprehensive Text- 
book of Psychiatry (64), for example, compliance with 
medications is mentioned once, and that has to do with 
compliance with antihypertensives. Goodwin and Jami- 
son (16) noted that of the more than 10,000 articles writ- 
ten about lithium, fewer than 50 dealt substantively with 
compliance. Given that most psychiatric disorders, and 
certainly depressive illness, have pronounced effects on 
cognition and motivation, one would expect the issue of 
noncompliance to be important for research. However, 
with few exceptions (67, 68) there is little systematic re- 
search in psychiatry in this area. Fortunately, other medi- 
cal specialties have taken the lead in this area, and there 
are many randomized trials of strategies for improving 
compliance (69-71). Psychiatrists have a great deal to 
learn from this body of research. 

The dynamics of noncompliance are complex. Many 
patients have realistic concerns with regard to side ef- 
fects. Others are noncompliarit for psychological rea- 
sons having to do with personality factors, coping style, 
and beliefs about illness (72). In addition, the prescrip- 
tion of antidepressants occurs in the context of a culture 
that places a high value on individualism and self-reli- 
ance and fears dependency (73). In this context, taking 
medications is often seen by patients as a crutch. De- 
pression is conceptualized by many patients and their 
families as not a medical] illness for which there is effec- 
tive treatment but, rather, as a personal failing. This 
personal failing may be defined by patients in a moral 
sense, but in our current cultural milieu it is usually de- 
fined as a failure of competence as a person. 

Although laboratory monitoring may be an invalu- 
able aid to the assessment of noncompliance, nonjudg- 
mental exploration of a patient’s difficulties in taking 
medication as prescribed can be almost as reliable (70). 
The doses should be scheduled to be convenient and 
flexibly fitted into the patient’s life style. It is also ex- 
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tremely important to explore the patients’ and families’ 
conceptual beliefs about the meaning of illness and the 
role of somatic treatment. 

Although risk factors for lithium noncompliance have 
been proposed, a profile for antidepressant noncompli- 
ance has not been established (16). Clearly, further re- 
search is warranted. 

Did side effects, real or fictitious, interfere with 
treatment? Today, many patients and most clinicians 
are aware of the potential adverse effects of somatic 
treatment. However, the attribution of causality of a 
symptom to a specific drug is not unambiguous, as 
Sackett et al. (70) pointed out: “The fact that an ad- 
verse reaction occurred during administration of a 
drug provides incomplete evidence that it occurred 
because of the administration of a drug.” Studies have 
shown that it is very difficult even for clinical phar- 
macologists to identify with certainty whether a spe- 
cific symptom or clinical event is due to a drug reac- 
tion (68, 69). Koch-Weser et al. (74) demonstrated 
that the rate of agreement between two clinical phar- 
macologists assessing whether an adverse drug reac- 
tion had occurred was quite low. In another study 
(75), healthy university students and hospital staff 
who were not taking any medications were surveyed 
regarding whether they had experienced any somatic 
symptoms that are often considered to be side effects 
of commonly prescribed medications during the pre- 
vious 72 hours. The investigators, two clinical phar- 
macologists, found that 81% of the subjects reported 
having experienced at least one of these symptoms 
and 7% reported six or more symptoms. 

Clearly, the attribution of causality of a symptom to 
a specific drug can be problematic given the consider- 
able prevalence of somatic symptoms in the general 
population. “Somatic noise” in a clinical population 
can make it very difficult to decide if an adverse drug 
reaction has occurred. In our affective disorders clinic 
we often see patients who have been referred because of 
side effects of either lithium or MAOIs who on further 
investigation clearly did not have side effects of these 
medications. When rechallenged with either lithium or 
MAOIs these patients were able to tolerate the medica- 
tion very well. 

As clinicians we must be clear in explaining to pa- 
tients which side effects we would expect them to toler- 
ate and which side effects would prompt us to change 
the course of our clinical actions. Nuisance side effects 
must always be weighed against the consequences of 
continued illness. 

MAOIs deserve special mention because the evidence 
from tertiary care surveys points to their usefulness in 
patients who have been defined by their clinicians as 
refraccory (14). We acknowledge that many patients 
have difficulty tolerating MAOIs due to their hypoten- 
sive effects. However, even though these patients are 
difficult to treat, strategies have been proposed for 
counteracting this side effect. Cockhill and Remick (76) 
have written a particularly excellent review of this topic. 
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Was a Rational Stepped-Care Approach Used? 


In other medical subspecialties, a rational stepped- 
care approach is readily available for the treatment of 
common medical diseases such as essential hyperten- 
sion, asthma, and rheumacoid arthritis. Unfortunately, 
the “rational” stepped-care approach for depression is 
not as rationally grounded as it might be. Many texts 
present treatment trees for the use of psyc1opharmaco- 
logical agents and decision-making alzorithms for 
which the rational basis is not evident. In addition, 
many augmenting drugs such as lithium, thyroid sup- 
plementation, and L-tryptophan as well as combination 
regimens are advocated in the literature wizhout deline- 
ation of a clear scientific basis for choosing among these 
various regimens. 

In MacEwan and Remick’s study (14° 70% of the 
patients originally defined as refractory who achieved 
complete remission did so with standard treatmenz with 
either a tricyclic antidepressant, an MACI, or ECT. A 
small percentage improved with other specific psy- 
chopharmacology, inclucing lithium augmentation, 
combined MAOl-tricyclic therapy, and th2 use of newer 
heterocyclic antidepressants. This raises serious ques- 
tions about the role of the different alterrative psycho- 
pharmacological treatments advocated >ecause most 
treatment-refractory patients can improve or even 
achieve complete remission with standard treatment. 

The use of a rational stegped-care approach to depres- 
sion is clearly important to prevent the unsystematic, 
casual, and potentially harmful use of various augment- 
ing, potentiating, and combined treatmer:ts. 

A common recommendation for a stesped-caze ap- 
proach to the treatment of depression is that initially the 
patient should have two trials of tricyclic antidepres- 
sants with different pharmacological prctiles followed 
by a trial of an MAOI followed by a course of ECT (8). 
Such a recommendation illustrates some of the difficul- 
ties in rationally grounding a stepped-care approach for 
depression. 

First, should tricyclic antidepressants always be the 
first line of treatment? Clearly, there is evidence that in 
psychotic depression, ECT or combined tricyclic-an- 
tipsychotic therapy is the treatment of croice (59, 61, 
62, 77, 78). There is also fairly strong evidence that in 
the so-called atypical depressions, MAOI: should be the 
first line of treatment (52). Uncontrollec observations 
suggest that MAOIs may be an efficacio.s first choice 
for bipolar depression (57). 

The second step in the commonly accepted stepped- 
care approach is also not without problems. For exam- 
ple, should patients with depression receive a course of 
two different tricyclic antidepressants before the clini- 
cian moves on to the use of ECT or MAO ’s? In our view 
and in the view of others, there is no sound pharma- 
cological rationale for the use of two difterent tricyclic 
antidepressants (79). Not only has the atczmpt to iden- 
tify biological measures of the differential response to 
various antidepressants failed but depression is no 
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longer conceptualized as a simple deficiency of one or 
another neurotransmitzer (80). 

Further questions can be raised regarding lithium aug- 
mentation in view of tke popularity of this strategy and 
its recommendation in the literature as a second step. 
Although a great deal of optimism was generated by an 
early report (81), such optimism ought to be tempered 
by the lack of controlled studies in this area. Mogens 
Schou (82) has recently reviewed this subject compre- 
hensively. 

If we are to have a scientifically grounded second step 
in the treatment of depression, carefully designed com- 
parative trials of the current psychopharmacological 
options are desperately needed. For example, patients 
who fail to respond to tricyclic antidepressants could be 
randomly assigned to receive lithium augmentation, a 
second tricyclic antidepressant, or an MAOIL Such a 
trial would clearly require multicenter collaboration but 
would help scientifically ground the second step in a 
rational stepped-care approach to depression. 

If the early steps are not satisfactorily grounded, later 
strategies, including augmenting or combination treat- 
ments, are even more problematic. Rationally grounded 
guidelines are not evideat in the literature, however. The 
reports are often aneccotal, doses of previous medica- 
tions are seldom given or are subtherapeutic, and trials 
are often too short by currently accepted standards (83- 
87). As clinicians and researchers, we should expect 
standard reporting procedures on the previous treat- 
ments of patients who have been defined as refractory 
in reports that advocate specific pharmacological regi- 
mens. 

Where does this leave the clinician? We must con- 
clude that a more scientifically grounded stepped-care 
approach is needed for the treatment of depression. A 
stepped-care approach would consist of the sequential 
administration of standard somatic treatments in a sys- 
tematic and rigorous fashion. We submit that if patients 
are rigorously diagnosed and systematically treated 
with standard pharmacotherapy, only a small percent- 
age of patients will require the use of alternative treat- 
ments such as combination “cocktails” or various po- 
tentiating or augmenting treatments. This is not to deny 
that they are not necessary for the more refractory pa- 
tient or that clinicians must not be fully familiar with 
their rational use. 


How Was Outcome Measured? 


As in many medical treatments, it is important to 
specify target symptoms when embarking on a course 
of treatment for depressive illness. It is also important 
to differentiate improvement in symptoms from im- 
provement in psychosocial functioning. Studies demon- 
strate that different types of treatment have effects on 
different target symptoms. For example, antidepres- 
sants have more specific effects on improvement of 
symptoms but psychotherapy has effects on improve- 
ment in psychosocial functioning (88-90). 

Although it is important to situate treatment goals 
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within the context of the patient’s premorbid level of 
functioning and mood, caution needs to be exercised in 
the monitoring of patients with a history of dysthymia 
before the onset of major depression—patients with so- 
called double depression (91-93). Evidence indicates 
that such patients may achieve euthymia with adequate 
antidepressant treatment (94). 

Rating scales are often used in research studies and in 
the specialized clinic and are very helpful in monitoring 
recovery (16, 95, 96). In addition, the corroboration of 
improvement or lack of improvement by family mem- 
bers is indispensable for the ongoing monitoring of 
treatment. 


Is There a Coexisting Medical or Psychiatric 
Disorder That Interferes With Response to 
Treatment? 


Strongly suggestive evidence points to the coexistence 
of a medical or nondepressive psychiatric disorder as a 
problem in depressed patients who are considered re- 
fractory to treatment. Akiskal (97) found that unsuc- 
cessful recovery in primary depressive disorder was 
highly associated with chronic medical problems and 
ongoing alcohol abuse. MacEwan and Remick (14) 
found high proportions of patients with chronic medical 
illness or ongoing substance abuse in both a group that 
was absolutely refractory and a group that was only 
partially responsive to treatment. These findings are 
consistent with the findings from studies on rapid cy- 
cling bipolar disorder suggesting that undiagnosed 
medical disease (i.e., hypothyroidism or undiagnosed 
neurological disease) can be a major factor in the induc- 
tion of rapid cycling (98, 99). 

The important research and basic science question 
here is whether chronic medical illness or ongoing sub- 
stance abuse affects the capacity of the brain to respond 
to pharmacological treatment. As of yet, we know little 
about these phenomena. : 

At a clinical level, when faced with a patient who is 
not responsive to systematically administered standard 
treatment, it is useful to consider an undiagnosed or 
inadequately treated medical problem and ongoing sub- 
stance abuse as a contributor to nonresponse. 


Are There Factors in the Clinical Setting That Are 
Interfering With Treatment? 


The undertreatment of depression occurs in a clinical 
setting that is the context through which the various 
clinical variables discussed here operate. There is good 
evidence that the setting determines a major part of the 
variance in the treatment that depressed patients re- 
ceive, In 1986, Keller et al. (100) found that the choice 
of somatic therapy or psychotherapy for depressed pa- 
tients was related not to patient variables but to the 
characteristics of the center in which the patients re- 
ceived treatment. Certain treatment centers were more 
likely to use intensive somatic therapy and others were 
more likely to use intensive psychotherapy. The type of 
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psychotherapy offered varied by center; some offered 
psychotherapy proper and others offered medication- 
oriented psychotherapy. In attempting to identify the 
variables responsible for the differences among centers, 
Keller et al. concluded that the major determinants were 
the beliefs and prescribing practices of the centers’ cli- 
nicians. 

That there are widespread differences among psychia- 
trists in how they conceptualize depressive illness is 
clear to even the most junior resident. The same con- 
stellation of symptoms and behavior can be described 
from a psychological, sociological, or biological per- 
spective. It should be pointed out that the relationship 
between our conceptual models and both clinical behav- 
ior and therapeutic outcome is a largely unstudied phe- 
nomer.on. Although most psychiatrists today would not 
support rigid adherence to any one particular concep- 
tual model, the multifactorial approach is not always 
an improvement. The multifactorial or biopsychosocial 
approach can be considered an improvement only if fu- 
ture research demonstrates that it results in an improve- 
ment in both our clinical behavior and our patients’ 
therapeutic outcomes. One of the problems with the 
multifactorial approach is the difficulty created for 
treatment planning when etiological priority is not es- 
tablished, as Bridges (15) has discussed eloquently. 

In addition, more research is needed on the effects that 
refractory patients have on clinicians and the results for 
treatment and diagnostic practices. In our view, de- 
pressed patients who fail to respond to treatment have 
very predictable effects on clinicians at behavioral, af- 
fective, and cognitive levels. The patient’s failure to re- 
spond to treatment often results in feelings of impotence 
in the clinician, leading to frustration, feelings of incom- 
petence, and a lowering of self-esteem. The direct result 
of this is often anger. This chain of feelings produced in 
the clinician by the patient’s failure to respond has com- 
plex effects. Behaviorally, it results in avoidance of the 
patient. At the affective level, it results in feelings of 
dysphoria, anger, and decreased tolerance for the pa- 
tient’s expression of distress. Perhaps the most serious 
consequence of this chain of feelings is the effects at the 
cognitive level. According to our own uncontrolled ob- 
servations, patients who do not respond to treatment 
might be given an additional axis I diagnosis. The cause 
of the depression might be attributed to personality fea- 
tures of the patient or marital or family problems. The 
patient might be given a diagnosis of dysthymia or char- 
acterological depression. The role of consultation in 
breaking this chain of emotional reactions cannot be 
overemphasized. 


DISCUSSION 


Our review of the literature suggests that the vast ma- 
jority of cases of refractory depression are due to vari- 
ables involving the diagnostic and treatment process 
rather than the patient. Although there can be little 
doubt that there is a group of depressed patients who 
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are clearly more treatment resistant than others and 
might be absolutely refractory, the vast majority of 
these patients are only relatively refractory. As of yet, 
we know little about the absolutely refractory sub- 
group. 

The underrecognition and undertreatment of depres- 
sion at all levels of care is a major public health problem 
and represents a substantial burden of morbidity, mor- 
tality, and economic loss. There is even more reason for 
concern when one considers the possibility that the 
prevalence of depression may be increasing in the popu- 
lation born since World War II (101, 102). 

Paradoxically, the widespread underrecognition and 
undertreatment of depression exist at a time when our 
knowledge of the psychobiology of depression is in- 
creasing dramatically and when there is cefinitive evi- 
dence concerning the value of somatic treatment. We 
can take small comfort in the recogniticn that these 
problems are not specific to psychiatry but are shared 
by our colleagues in other medical special-ies. One has 
only to consider the widespread underdiagnosis and un- 
dertreatment of asthma at a time when the morbidity 
and mortality from asthma are increasing worldwide 
(103-106). This occurs at a time when our under- 
standing of the pathophysiology of asthma hes ad- 
vanced greatly and efficacious treatment with minimal 
side effects is available (105). 

Our conclusions have a number of implications in the 
areas of training, education, research, and public 
health. The low intensity of somatic treatment found 
in both primary care anc tertiary care settings raises 
serious questions about the psychoplarmacology 
knowledge base of physicians and the training thet psy- 
chiatrists receive in psychopharmacology, Most resi- 
dency programs in Canada do not yet have formal 
training programs in psychopharmacolegy. The situ- 
ation is similar in the United States and has prompted 
the American College of Neuropsychorpharmacology 
to propose a model psycaopharmacology curriculum 
for psychiatric residents (107). The position of the col- 
lege is worth serious consideration by psychiatric edu- 
cators in Canada. The model curriculum proposed 
does not restrict itself to training in the <nowledge of 
drugs and their side effects but recognizes the impor- 
tance of the psychotherapeutic and social-psychologi- 
cal dimensions of psychopharmacological treatment. 
This cannot be overemphasized as crucial to the train- 
ing of residents in the prescribing of somatic treat- 
ments. The proper prescription of somatic treatment 
involves complex psychotherapeutic and assessment 
skills that are not often taught in conjunction with 
training in somatic therapies in Canadian residency 
programs. In most postgraduate programs in psychia- 
try, the psychotherapies, whether individual or family, 
are taught as completely separable skills from those 
which are involved in using biological treatments. Con- 
sequently, many clinicians do not recognize the psycho- 
therapeutic dimension of somatic treatment. Training 
in psychopharmacology sould also include training in 
the psychotherapeutic aspects of somatic zreatment. 
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From a research perspective, two areas clearly require 
further investigation. First, serious questions need to be 
raised about the clinician’s conceptual understanding of 
depression as a medical illness and the various attitudi- 
nal, affective, and cogritive factors that account for the 
wide differences in treztment across clinical settings. If, 
as Keller et al. (100) suggested, it is factors in the setting 
that account for differences in treatment, we must admit 
we know little about the variables in the diagnostic- 
treatment process that determine clinical behavior and 
therapeutic outcome. Second, as mentioned, future re- 
search studies are needed to develop a rationally 
grounded stepped-care approach to depression. This 
ought to include the investigation of the early steps in 
the treatment of depression, particularly the issue of 
lithium augmentation versus alternative treatments, 
and strategies for patients who are absolutely refrac- 
tory. 

From a public health perspective, strategies are ur- 
gently needed to improve the recognition and treatment 
of depression at all levels of care. Two recent initiatives 
are worthy of mention here: the Depression Recognition 
and Awareness Program of the National Institute of 
Mental Health in the United States (108) and the pro- 
gram of the Swedish Committee for the Prevention and 
Treatment of Depression (109). Unfortunately, there is 
no Canadian counterpart to such initiatives. 


CONCLUSIONS 


In this paper we have reviewed the clinical issues in- 
volved in understanding treatment-refractory depres- 
sion. After addressing the issue of definition, we have 
attempted to define treatment-refractory depression as 
primarily involving diagnostic-treatment variables 
rather than patient variables. We articulated these vari- 
ables as a series of questions the clinician may consider 
when confronted with patients as refractory. 

The evidence indicates that improvement in the rec- 
ognition and treatment of depression is needed. Given 
our advances in knowledge of the psychobiology of de- 
pression and the availability of safe, efficacious treat- 
ment, it is a therapeutic tragedy that depression appears 
to be so poorly treated. 
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APPENDIX 1. Clinical Questions for Understanding Refractory Depres- 


sion 


1. Is the diagnosis correct? 
2. Has the patient received adequate treatment? 


a. Was the dosage adequate? 

b. Was the treatment trial of, sufficient duration? 

c. Was serum monitoring of antidepressants employed 
and, if so, how was it used? 

d. Were other treatments used? 

e. Was compliance a problem? 

f. Did side effects, real or fictitious, interfere with 
treatment? 


3. Was a rational stepped-care approach used? 
4. How was outcome measured? . 
S. Is there a coexisting medical or psychiatric disorder 


that interferes with response,to treatment? 


6. Are there factors in the clinical setting that are 


interfering with treatment? . 
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The Serotonin Syndrome 


Harvey Sternbach, M.D. 


Objective and Method: A review of the literature on the serotonin syndrome in animals 
and human beings was conducted, and 12 reports of 38 cases in human patients were then 
analyzed to determine the most frequently reported clinical features and drug interactions, as 
well as the incidence, treatment, and outcome of this syndrome. Findinzs: The serotorin 
syndrome is most commonly the result of the interaction between serotonergic agents and 
monoamine oxidase inhibitors. The most frequent clinical features are changes in mental 
status, restlessness, myoclonus, hyperreflexia, diaphoresis, shivering, and tremor. The pre- 
sumed pathopbysiological mechanism involves brainstem and spinal core activation of ñe 
1A form of serotonin (S-hydroxytryptamine, or 5-HT) receptor. The incidence of the s-m- 
drome is not known. Both sexes have been affected, and patients’ ages have ranged from 20 
to 68 years. Discontinuation of the suspected serotonergic agent and institution of supportive 
measures are the primary treatment, although 5-HT receptor antagonists may also plaza 
role. Once treatment is instituted, the syndrome typically resolves within 24 hours, out 
confusion can last for days, and death has been reported. Conclusions: The serotonin sm- 
drome is a toxic condition requiring heightened clinical awareness for prevention, recogni- 
tion, and prompt treatment. Further work is needed to establish the aiagnastic criteria, 
incidence, and predisposing factors, to identify the role of S-HT antagonists in treatment, 


and to differentiate the syndrome from neuroleptic malignant syndrome. 


(Am J Psychiatry 1991; 148:705-713) 


S erotonin (5-hydroxytryptamine, or 5-HT), discov- 
ered by Rapport et al. (1) in 1948, has been shown 
to have a major role in multiple psychiatric and non- 
psychiatric states (anxiety, depression, aggression, 
pain, sleep, appetite, migraine, and emesis) (2). Two 
serotonergic agents, fluoxetine and clomipramine, 
have been on the market in the United States since 
1988, and it is expected that others (sertraline, fluvox- 
amine) will follow in this decade. 

Increasingly since the 1960s, a condition of seroto- 
nergic hyperstimulation called the “serotonin syndrome” 
has been described in animals and human beings. This 
article reviews the history, clinical manifestations, pro- 
posed pathophysiology, incidence, precipitating fac- 
tors, treatment, and outcome of this syndrome with 
the purpose of helping clinicians to prevent, recognize, 
and treat the syndrome in their practice. 


HISTORY 


CNS effects of the 5-HT precursor L-tryptophan (L- 
Trp) in human beings were reported by Smith and 
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Prockop (3) in the early 1960s. These investigators 
studied L-Trp in seven normal subjects and found eu- 
phoria, drowsiness, and sustained nystagmus in all of 
the subjects at the two highest doses, 70 and 90 mg/kg. 
Other signs included hyperreflexia, unsustained ankle 
clonus, and clumsiness with tandem wa_king. Neuro- 
logical disturbances associated with high L-Trp intake 
were similarly reported in rhesus monkevs (4). Oates 
and Sjoerdsma (5) administered single doses of L-Trp, 
20-50 mg/kg, to seven hypertensive patients being 
treated with the monoamine oxidase inhizitor (MAOI) 
B-phenylisopropylhydrazine. The symptoms and signs 
they noted included feeling drunk and dizzy, as well as 
clonus, restlessness, hyperactive reflexes, and dia- 
phoresis in the absence of anv significent change in 
blood pressure or heart rate, with symptoms abating 
within 24 hours. Since it had been shown in animals 
(6, 7) that administration of L-Trp increased brain lev- 
els of tryptamine and 5-HT, Oates and Spoerdsma con- 
cluded that the signs and symptoms thzy had noted 
were due to elevated concentrations of tryptamine and 
5-HT in their subjects. In a follow-up study, Hodge et 
al. (8) gave five hypertensive subjects a decarboxylase 
inhibitor before treating them with parzyline cr iso- 
carboxazid, preventing tne formation of tryptamine 
and S-HT and thus blocking the nystagmus, jaw 
tremor, hyperreflexia, clonus, sweating, and intoxica- 
tion that L-Trp produces. 

After the late 1950s, there were reports on the use of 
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SEROTONIN SYNDROME 


TABLE 1. Summary of 12 Clinical Reports of the Serotonin Syndrome in 38 Patients 





Age 
Authors Diagnosis (years) Sex Medications* Time to Onset 
Baloh et al. (17) Bipolar disorder, 26 F Tranylcypromine, 20 mg; L-Trp, 2 g 1 hour 
depressed 
Insel et al. (18) Obsessive-compulsive 35 F Clomipramine, 100 mg, 4 weeks after 30 minutes 
disorder clorgyline was stopped 
Obsessive-compulsive 30 M Same as above “Immediately” 
disorder 
Thomas & Rubin (19) Depression 21 M Phenelzine, 90 mg; L-Trp, 6 g 2 hours 
Pope et al. (20) Depression alone 20—42 AllF _ Tranylcypromine, 40—130 mg, and 2 days to 4 
(N=1) or with eat- L-Irp, 1-6 g (N=8); phenelzine, weeks from 
ing disorder (N=8) 75 mg; L-Trp, 13 g; lithium; benzo- _ first dose of 
diazepine L-Trp 
Levy et al. (21) Depression 57 M Phenelzine, 60 mg; L-Trp, 2 g 3 hours 
Bipolar disorder, 28 M Phenelzine, 105 mg; lithium (0.9 meq/ 2 hours 
depressed liter); L-Trp, 2 g 
Depression 31 F Phenelzine, 90 mg; L-Trp, 2 g 2 hours 
Guze & Baxter (22) Bipolar disorder, 30 F Lithium, 1500 mg; isocarboxazid, 50 2 days 
depressed mg; alprazolam, 6 mg; levothyrox- 
ine, 0.15 mg; L-Trp, 8 g; carbi- 
dopa, 75 mg 
Price et al. (23) Depression 63 M Tranylcypromine, 30 mg; lithium, 1 week 
900 mg; L-Trp, 2 g 
Steiner & Fontaine (24) | Obsessive-compulsive 34-58 3M,2F Fluoxetine, 50-100 mg; L-Trp, 1—4 “Rapidly” to 
disorder (N=S) g/day for 722 days a few days 
Sandyk (25) Parkinson’s disease 68 M Bromocriptine, 20 mg; L-dopa/carbi- 7 days 
dopa, 25/250 mg t.i.d. 
Sternbach (26) Depression $1 F Tranylcypromine, 20 mg, 6 days after 2—3 hours 
fluoxetine, 20 mg, was stopped 
Kline et al. (27) Depression 45 F Fluoxetine, 40 mg; levothyroxine; 22 hours af- 
propranolol; quinidine; hydroxy- ter L-Trp 
zine; followed by thioridazine, 50 and thiorid- 
mg; L-Trp, 500 mg; EATyISyp FO: azine were 
mine, 50 mg added 
Feighner et al. (28) Unipolar (N=9) and 22—50 10 F,2 M Fluoxetine, 10—100 mg; enie Not specified 
bipolar (N=3) 30-60 mg (N=9), or tranylcypro- 
depression mine, 10-140 mg (N=4). All but 


“_-Trp=L-tryptophan. 


L-Trp to potentiate the effects of MAOIs in depression 
(9-13). In one such study (13), patients were given 
12-18 g/day of L-Trp with 60 mg of phenelzine; no 
hypertensive reactions were noted, although one pa- 
tient who ingested 18—20 g all at once was found to 
have increased deep tendon reflexes, muscle twitching, 
and clonus of the masseter, all of which subsided 
within 12 hours. Further, tricyclic antidepressants 
were also combined with MAOIs, and Beaumont (14) 
reported on interactions between these two classes of 
drugs that were maniiested by sweating, restlessness, 
muscular twitching, rigidity, hyperpyrexia, and loss of 
consciousness and that led to death in several patients. 
In all instances, the patients were already taking 
MAOIs (mebanazine, tranylcypromine) when the tri- 
cyclic was added. Subsequently, White and Simpson 
(15) reviewed the literature on combined MAOF-tricy- 
clic treatment, noting that the adverse reactions to 
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one took other psychotropics, in- 
cluding t-Trp (N=2), benzodiaze- 
pines (N=10), neuroleptics (N=6), 
lithium (N=1), anticonvulsants 
(N=2), stimulants (N=2), antide- 
pressants (N=S) 


most MAOlI-tricyclic combinations in cases in which 
there was not an overdose differed from typical hyper- 
tensive crises, as there was rarely marked elevation of 
blood pressure, headache, or a cerebrovascular acci- 
dent. The more typical picture was that of an agitated 
delirium with generalized hypertonicity, seizures, hy- 
perpyrexia, and variable elevations of heart and respi- 
ratory rate, which often progressed to coma, a pattern 
considered to be “nonspecific.” 

During the same period of time, there were separate 
reports in the literature on animals about a behavioral 
syndrome seen when serotonergic stimulation was in- 
duced by the combined use of'L-Trp or 5-HT reuptake 
inhibitors and MAOIs or by stimulation of 5-HT recep- 
tors with 5-HT agonists such as 5-methoxy-N,N-di- 
methyltryptamine (S-MeODMT) or 8-hydroxy-2-(di-N- 
propylamino)tetralin (8-OH-DPAT). In 1980 Gerson 


and Baldessarini (16) reviewed this serotonin syndrome 
| 
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TABLE 1 (continued) 


HARVEY STERNBACH 





Clinical Features 


Myoclonus, drowsiness, ocular oscillations, ataxia 


Restlessness, leg contractions, diaphoresis, myoclonus, hyperreflexia, 
clonus, blood pressure 170/90 mm Hg, temperature 37.4 °C 
“Upper motor neuron” symptoms, myoclonus, “cardiac irritability” 


Shivering, diaphoresis, jocularity, fearfulness, ocular oscillations, hy- 
perreflexia, dysmetria, ataxia 
Confusion, disorientation, myoclonus, agitation, hypomania 


Myoclonus, ataxia, tremor, diaphoresis, hyperreflexia, feeling drunk 
Myoclonus, hyperreflexia, diaphoresis, teeth chattering, jaw quivering 


Restlessness, hyperreflexia, diaphoresis, teeth chattering 
Tremors, myoclonus, hyperreflexia, ataxia, nystagmus 


Diaphoresis, hyperventilation, shivering, hyperretlexia, increased mus- 
cle tone, temperature 38.5 °C 

Agitation, nausea, diarrhea, paresthesia, chills, headache, cramps, in- 
coordination, aggressive behavior, worsening absessive-compulsive 
disorder, poor concentration 

Shivering, myoclonus, tremor, hyperreflexia, clorus, diaphoresis, diar- 
rhea, temperature 37.9 °C, blood pressure 180/100 mm Hg 

Shivering, double vision, nausea, confusion, anxiety, teeth chattering 


Headache, insomnia, muscle contractions, ataxia, restlessness, neck 
pain, diaphoresis, flushing, tremor, rigidity, hyperreflexia, seizures, 
hypotension, disseminated intravascular coagulation 


Tremor, agitation, confusion, hypomania, myoclonus, diarrhea, dias- 
tolic pressure 90-120 mm Hg 


in animals and noted that the characteristic features 
were tremor, rigidity, hypertonicity, hind-limb abduc- 
tion, Straub (rigidly arched) tail, lateral head shaking, 
treading movements of the forelimbs, hyperreactivity 
to auditory stimuli, myoclonus, generalized seizures, 
and variable autonomic responses including salivation, 
penile erection and ejaculation. Since 1982 there have 
been 12 reports (17—28) in the literature on human 
beings about 38 patients who were given various com- 
binations of serotonergic agents that resulted in the 
serotonin syndrome (table 1), with the notable excep- 
tion of the case reported by Sandyk (25), in which the 
presumed cause of the serotonin syndrome was a com- 
bination of bromocriptine with L-dopa/carbidopa (fur- 
ther discussed in the section Drug Interactions). 

A review of the signs and symptoms in all 38 re- 
ported cases (table 2) reveals mental status changes 
(confusion, hypomania) as the most frequent, followed 
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Treatment 


Not specified 
Clomipramine discontinued 
Same as above 

Both drugs stopped 

L-Trp and MAOI stopped 


L-Trp stopped 
L-Trp and phenelzine stopped 


L-Trp stopped 
Propranolol, 20 mg every 3 hours 


L-Trp stopped 


Time to Rescluton 
24 hours 


24 hours 
6 hours 
24 hours 


12 hours to 4 days 


12 hours 
12 hours 


8 hours 
Not specified 


Not specified 


L-Trp stopped “A few weeks” 


12 hours after third 
dase 
24 hours 


Methysergide, 2 mg b.i.d. 
Tranylcypromine stopped 


All drugs stopped; dantrol2ne, 44 hours (death) 


dopamine, /-ephedrine, 
lidocaine 


Not specified Not specified 


by restlessness, myoclonus, hyrerreflexia, diaphoresis, 
shivering, tremor, diarrhea, and incoordination. The 
frequencies reported, however, are likely to be artifac- 
tually low, as some autho-s did not report or assess all 
possible signs and symptoms. It is probable, in retro- 
spect, that the toxic interactions reported by Beaumont 
(14) and White and Simpson (15) also reflected the 
serotonin syndrome. 


PATHOPHYSIOLOGY 


The preponderance of evidence that tne constella- 
tion of signs and symptoms labeled as the serotonin 
syndrome is, in fact, due to S-HT comes from animal 
models. The literature on human beings in which 5-HT 
is implicated in the serotonin syndrome is primarily 
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TABLE 2. The Most Common Clinical Features of the Serotonin 
Syndrome in 38 Patients in 12 Reports 


Clinical Feature N % 
Mental status changes 

Confusion 16 42 

Hypomania 8 21 
Restlessness 17 45 
Myoclonus 13 34 
Hyperreflexia 11 29 
Diaphoresis 10 26 
Shivering 10 26 
Tremor 10 26 
Diarrhea 6 16 


Incoordination 5 13 


anecdotal, with the exception of the reports by Oates 
and Sjoerdsma (5) and Hodge et al. (8). 

Gerson and Baldessarini (16), in their review of the 
serotonin syndrome ir. animals, noted that treatments 
inducing this syndrome include L-Trp or S-HT re- 
uptake inhibitors given with MAOIs and stimulation 
of 5-HT receptors with agonists such as S-MeODMT 
or 8-OH-DPAT. The serotonin syndrome can be 
blocked by pretreatment with p-chlorophenylalanine, 
an inhibitor of 5-HT synthesis, and by 5-HT receptor 
antagonists such as methysergide. There has been de- 
bate about the role of catecholamines in the serotonin 
syndrome, since L-dopa and MAOIs in combination 
produced a behavioral syndrome similar to that seen 
with L-Trp and MAOIs (29), which was nevertheless 
blocked by methyserg:de (30). 

The identification of different types of 5-HT recep- 
tors (31—33) in the past decade has led to speculation 
that the S-HT,, receptor is involved in the serotonin 
syndrome. Lucki et al. (34) compared the ability of the 
5-HT, receptor antagonists ketanserin and pipampe- 
rone to block the serotonin syndrome in rats with that 
of two nonselective 5-HT antagonists, methysergide 
and metergoline. They noted that only the nonselective 
antagonists were able to block the serotonin syn- 
drome, while the S-HT, antagonists blocked only the 
head-shake response. Further, Goodwin et al. (35) re- 
ported that the serotonin syndrome in rats is mediated 
by the postsynaptic 5-HT,, receptor, a finding con- 
firmed in mice by Yamada et al. (36). There are, how- 
ever, some discrepancies in the literature about the 
ability of S-HT., receptor antagonists to block the se- 
rotonin syndrome, and, as noted by Smith and Per- 
outka (37), some of these discrepancies are probably 
due to the different methods used for rating the syn- 
drome and the different drugs administered to induce 
it, as well as the choice of specific behavioral signs to 
be rated. The literarare nevertheless indicates that 
5-HT,, receptor activation is responsible, in large 
part, for the serotonin syndrome (35—38). 

Anatomically, serotonergic cell bodies are primarily 
found in brainstem nuclei, particularly the dorsal and 
median raphe (39), which give rise to most of the as- 
cending serotonergic projections. The more caudal 
brainstem raphe nuclei give rise to intrinsic brainstem 
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connections and some projections to the spinal cord. 
As discussed by Lucki et al. (34), the S-HT receptors 
responsible for producing the serotonin syndrome are 
located in the lower brainstem or spinal cord and are 
most likely 5-HT, receptors. 

Graham and Ilett (40) discussed the importance of 
both 5-HT and dopamine in the development of the 
serotonin syndrome when MAOIs are combined with 
non-MAOIs. In particular, they suggested that the ra- 
tio of the concentration of the non-MAOI antidepres- 
sant required to halve S-HT uptake in synaptosomal 
preparations (IC;o) to the IC;ọ for dopamine uptake 
could be related to the incidence of side effects in com- 
bined therapy. Agents with low ratios, clomipramine 
and fluoxetine, were highly likely to cause serious re- 
actions. Amitriptyline and imipramine were interme- 
diate, and trimipramine had a very low potential for 
producing a serotonin syndrome. 

Blier et al. (41) reviewed the effects of tricyclics, 
MAOIs, 5-HT reuptake inhibitor antidepressants, 
ECT, and 5-HT,, receptor agonists on 5-HT,, recep- 
tors, both presynaptically and postsynaptically, as well 
as on overall 5-HT neurotransmission. All of these 
treatments, and lithium as well, have in common the 
enhancement of 5-HT neurotransmission, albeit through 
different modifications of the 5-HT,, autoreceptors 
and postsynaptic receptors. Given these findings, one 
means of assessing the role of 5-HT in the serotonin 
syndrome would be to measure directly the concentra- 
tion of brain 5-HT. Using intracranial dialysis as a 
means of measuring extracellular levels of 5-HT in 
vivo, Sleight et al. (42) assessed the relation between 
extracellular 5-HT and behavior following administra- 
tion of selective and nonselective MAOIs and L-Trp. 
Although they were able to raise extracellular 5-HT 
levels with clorgyline, for example, they were not able 
to induce the serotonin syndrome. Inhibition of both 
MAO-A and MAO-B was considered to be essential 
for the development of the serotonin syndrome, but 
increased extracellular 5-HT appears not necessarily to 
result in the syndrome. Sleight et al. postulated that the 
syndrome may also be the result of a change in the 
extracellular level of some other, not defined, com- 
pound. | 

In summary, evidence points to the importance of 
5-HT,, activation or modification in brainstem and 
spinal cord neurons, with enhancement of overall 
5-HT neurotransmission, as a necessary but possibly 
not sufficient cause of the serotonin syndrome. Since 
this hypothesis is based on the literature on animals, 
however, caution must be used when extrapolating 
these findings to human beings, as has previously been 
discussed (15). 


INCIDENCE 


The incidence of the serotonin syndrome in human 
beings is unknown. Prospective studies have not been 
conducted, and the syndrome is likely to be underre- 
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ported because it is not recognized, it is confused with 
neuroleptic malignant syndrome, or it appears in dif- 
ferent gradations (mild, moderate, or severe). The 
cases reviewed by Beaumont (14) and White and Simp- 
son (15), for example, probably represented the sero- 
tonin syndrome, as did reports of interactions between 
meperidine and isoniazid or iproniazid (43, 44). Fur- 
ther, there have been reports of cases in which the 
serotonin syndrome was thought to be neuroleptic ma- 
lignant syndrome (27, 45), since there is much overlap 
between the signs and symptoms of the two. Rosebush 
and Stewart (46), for example, noted in their prospec- 
tive study of neuroleptic malignant syndrome that the 
most frequent clinical features were fever, tachycardia, 
delirium, diaphoresis, rigidity, muteness, tremulous- 
ness, and movement disorder. Thus, Kline et al. (27) 
initially believed that their patient had neuroleptic ma- 
lignant syndrome but later changed the diagnosis to 
serotonin syndrome; Brennan et al. (45) reported that 
a patient had neuroleptic malignant syndrome “‘with- 
out neuroleptics” while taking a combination of phen- 
elzine, lithium, L-Trp, diazepam, and triazolam. 

The incidence of the serotonin syndrome secondary 
to L-Trp will decline now that all products which con- 
tain L-Trp have been removed from the U.S. market 
because of the association of L-Trp with the eosino- 
philia-myalgia syndrome (47). However, L-Trp could 
be put back on the market if it is determined that 
contaminants were responsible for the cases of eosin- 
ophilia-myalgia syndrome, and clinicians should re- 
main alert to this possibility. 

The serotonin syndrome has been reported in pa- 
tients with unipolar and bipolar depression, obsessive- 
compulsive disorder, eating disorders with depression, 
and Parkinson’s disease. Except for the last disorder, 
the concentration of cases in these diagnostic groups is 


probably an artifact of prescribing these types of 


agents for patients with these conditions. The early 
literature on the same interactions in patients with tu- 
berculosis given meperidine with isoniazid or iproni- 
azid (43, 44) suggests, however, that: anyone could 
develop this syndrome when given the “wrong” com- 
bination of serotonergic agents. Further, there are not, 
at present, adequate data to suggest that sex or age 
plays an important role in the incidence of or predis- 
position to this syndrome. A prospective study is 
needec. to assess accurately the incidence of the sero- 
tonin syndrome. Additionally, to facilitate recognition 
and resorting, consensus is needed to establish formal 
diagnostic criteria, possibly including different grada- 
tions such as mild (tremor, confusion, incoordination), 
moderate (agitation, hyperreflexia, diaphoresis, shiver- 
ing), and severe (fever, myoclonus, diarrhea). Sug- 
gested diagnostic criteria are listed in appendix 1. 


DRUG INTERACTIONS 


The drug interactions most commonly -reported in 
connection with the serotonin syndrome are those be- 
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TABLE 3. The Most Common Drug Interactions Associated With 
the Serotonin Syndrome in 38 Patients in 12 Reports 


Reference 
Numter of Numbers 
Drug Combination* Patients for Reports 


L-Trp and an MAOI 


(with lithium) 16 17, 19, 20—23, 27 
Fluoxetine and an MAOI 14 26-28 
Fluoxetine and L-Trp 5 24 
Clomipramine and clorgyline 2 18 


Bromocriptine and t-dopa/ 
carbidopa 1 25 


*_-Trp= L-tryptophan; MAOI=monoarnine oxidase inhibitor. 


tween L-Trp and MAOIs, with or without concomitant 
lithium (table 3). In the cases in which lithium was also 
prescribed and its levels were reported (21-23), the 
levels were within normal limits. Further. it has been 
shown that in animals lithium enhances the serotonin 
syndrome produced by either 5-MeODMT (48) or 
8-OH-DPAT (49), suggesting that lithium may also 
enhance this syndrome in human beings when it is 
administered with serotonergic agents. 

Fluoxetine in conjunction with MAOIs (26—28) or 
L-Trp (24) is the second most frequent drug combina- 
tion associated with the serotonin syndrome. Marley 
and Wozniak (50) reported that in rats the most in- 
tense serotonin syndromes with MAOIs have been 
those seen with the 5-HT reuptake inhibitors, and they 
cautioned against the sequential use of these agents 
(fluoxetine, clomipramine, citalopram, paroxetine) 
with MAOIs. Additionally, since the serotonin svn- 
drome has been reported when MAOIs were used after 
fluoxetine had been discontinued (26—28), the manu- 
facturers of fluoxetine notified physicians on June 28, 
1988, of three fatalities possibly secondary to use of 
tranylcypromine after withdrawal of fluoxetine. They 
recommended that at least 5 weeks elapse between dis- 
continuation of fluoxetine and initiation of an MAOI. 

Combinations of MAOIs with tricyclic antidepres- 
sants were not formally connected with the serotonin 
syndrome until the report of Insel et al. (18). In both of 
their patients, the syndrome developed when clomi- 
pramine was started 4 weeks after discoztinuation of 
the MAO-A inhibitor clorgyline. As noted by Insel et 
al. (18), MAO-A may have a delayed recovery time 
following irreversible inhibition, with approximately 
20% reduction in enzyme activity remaining at 4 
weeks, and “adaptive changes” that could contribute 
to a drug interaction may also persist. Further, in a 
comparison of tranylcypromine with the reversible 
MAO-A inhibitor brofaromine, Bieck and Antonin 
(51) reported that 30 days were needed tor complete 
normalization of the pressor response to tyramine after 
discontinuation of tranylcyprcmine, suggesting that 
tyramine could still.interact adversely with the irre- 
versible MAOIs at 4 weeks, which is consistent with 
the report of Insel et al. (18). Both reports suggest, 
therefore, that caution must also be used when sero- 
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tonergic agents are started within 2—4 weeks of dis- 
continuing an MAOI. 

Sandyk (25) reported a case of serotonin syndrome 
in a patient with Parkinson’s disease who had been 
hospitalized for reevaluation of his antiparkinsonian 
treatment. He had been taking bromocriptine, 60 mg/ 
day, for nearly 3 years. Bromocriptine was reduced to 
20 mg/day, and L-dopa/carbidopa was started, with 
the dose raised during 1 week from one to three 25/ 
250-mg tablets a day. On the seventh day of this reg- 
imen, a “toxic encephalopathic syndrome” developed, 
which was manifested by shivering, myoclonus, hyper- 
reflexia, clonus, tremor, diaphoresis, anxiety, diarrhea, 
a temperature of 37.9 °C, blood pressure of 180/100 
mm Hg, and tachycardia. Sandyk reviewed evidence 
that L-dopa becomes decarboxylated to dopamine in 
serotonergic neurons, which could then cause displace- 
ment of intraneuronal 5-HT stores into the synaptic 
cleft and onto 5-HT receptor sites. Dickinson and Cur- 
zon (52) reported, hovvever, that the dopamine agonist 
apomorphine inhibited the serotonin syndrome. Be- 
cause Sandyk’s patient (25) responded to treatment 
with the 5-HT antagonist methysergide, an agent re- 
ported to induce akathisia (53), it is likely that his 
patient did have a serotonin syndrome and not a mis- 
identified neuroleptic malignant syndrome secondary 
to reduction of a dopamine agonist (bromocriptine), a 
condition which would probably have worsened with 
a dopamine antagonist. 

Buspirone, a 5-HT,, partial agonist with weak 
dopaminergic activity ($4), has not been reported to 
produce the serotonin syndrome in human beings, al- 
though when Neppe (55) used high doses of buspirone 
(up to 160 mg/day) to treat tardive dyskinesia in a 
woman with bipolar disorder who was taking lithium, 
she developed diarrhea at doses above 60 mg/day. The 
literature on animals, however, has been variable on 
this subject. Two reports showed full (56) or partial 
(37) serotonin syndromes secondary to buspirone, 
while another (57) did not. Gepirone, a related com- 
pound, was shown to induce the serotonin syndrome 
in rats (57). 

Fenfluramine acts s both a 5-HT releasing agent 
(58) and a 5-HT reupzake inhibitor (59) and has been 
shown to induce the serotonin syndrome in rats (58, 
60). Hollander et al. (61) reported on the adjunctive 
use of fenfluramine with either fluoxetine, fluvoxa- 
mine, or clomipramine for the treatment of obsessive- 
compulsive disorder, although no evidence of the se- 
rotonin syndrome was apparent in patients taking 
these combinations. 

Two reviews in journals of anesthesia (43, 44) noted 
that the MAOI-meperidine (pethidine) interaction is 
one of central serotonergic overactivity. These reviews 
discussed patients experiencing muscle twitching, fe- 
ver, hyperreflexia, diaphoresis, hypotension, hyperten- 
sion, coma, and deatk. Meperidine has been reported 
(62) to block the neuronal reuptake of 5-HT and, in 
conjunction with an MAOI, to cause an increase in the 
5-HT content of the CNS. Similarly, dextromethor- 
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phan blocks neuronal uptake of 5-HT and has been 
implicated in the serotonin syndrome (63) when used 
with an MAOI. Further, Hansen et al. (64) recently 
reported an interaction in a patient who was given 190 
mg of pentazocine in conjunction with 40 mg of fiu- 
oxetine. Within 30 minutes of taking this combination, 
the patient complained of lightheadedness, anxiezy, 
nausea, and upper extremity paresthesias, in addition 
to which he was diaphoretic, flushed, ataxic, tremu- 
lous, and hypertensive. Hansen et al. speculated that 
their patient’s reaction was secondary to serotonergic 
excitation. 


TREATMENT 


No prospective studies evaluating the treatment of 
the serotonin syndrome in human beings have been 
conducted. Treatment strategies, therefore, are based 
on case reports of human patients and the literature on 
animal models of the syndrome. 

The published reports since 1982 indicate that in 
human patients, if the added offending agent (e.g., 
L-Trp) is discontinued, the syndrome will often resolve 
on its own within 24 hours. Supportive measures can 
be used, however. These include cooling blankets for 
hyperthermia, intramuscular chlorpromazine as an an- 
tipyretic and sedative agent, artificial ventilation for 
respiratory insufficiency, anticonvulsants for seizures, 
clonazepam for myoclonus, and nifedipine for hyper- 
tension (15, 28, 43, 44). 

Animal models have suggested that pretreatment 
with agents that deplete 5-HT or block 5-HT receptors 
will prevent the serotonin syndrome (16, 34, 36, 50, 
65). More specifically, however, the blockade of 
5-HT, receptors is crucial, since S-HT, antagonists did 
not block the syndrome (34). Sandyk (25) successfully 
treated the serotonin syndrome by using the nonspe- 
cific S-HT antagonist methysergide. Cyproheptadine, 
another nonspecific 5-HT receptor antagonist, has also 
blocked the syndrome in animal models (16), although 
there are no reports in the literature on its use in this 
syndrome in human beings. ` 

It has been reported that B blockers block 5-HT 
receptors (30, 66) and inhibit the serotonin syndrome 
induced by L-Trp and tranylcypromine (30). Further, it 
has been noted that propranolol is a S-HT,, receptor 
antagonist (54, 67). Guze and Baxter (22) were able to 
use propranolol to block the serotonin syndrome in a 
patient taking isocarboxazid, L-Trp, and lithium. It 
should be noted, however, that in the one report of a 
fatality (27), the patient appeared to have already been 
taking propranolol as part of an ongoing medication 
regimen and still developed the serotonin syndrome. 

The literature suggests that the optimal treatment 
approach is to discontinue the suspected medication, 
provide supportive measures when necessary, and wait 
for the syndrome to resolve.'In cases in which these 
measures are not effective, however, methysergide and 
propranolol can be considered as adjuncts to treat- 
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ment. Further research is needed, however, to delineate 
the role of these agents in the treatment of the seroto- 
nin syndrome in human beings. 


OUTCOME 


The measurement of outcome prior to the first pub- 
lished report that recognized the serotonin syndrome 
in human beings (17) is fraught with difficulty because 
of cases of overdose with MAOIs and tricyclics. In the 
12 reports since 1982 on the 38 patients with the se- 
rotonin syndrome (17—28), one fatality was recorded 
(27); the syndrome resolved in all of the other cases 
once the offending agent that had been added was dis- 
continued. Further, resolution typically occurred 
within 24 hours, although when delirium was present, 
it took up to 4 days to abate. There were only two 
reports (22, 25) that specific treatment, propranolol or 
methysergide, was instituted and found to be effective. 

The one fatality in this series (27) was a complicated 
case in which a patient taking multiple medications 
(fluoxetine, levothyroxine, propranolol, quinidine, and 
hydroxyzine) was hospitalized for severe depression. 
Fluoxetine was discontinued, and 10 hours later the 
patient was started on 20 mg of tranylcypromine, fol- 
lowed the next day by 50 mg of thioridazine (for agi- 
tation and depersonalization), 30 mg of tranylcypro- 
mine, and 500 mg of L-Trp for insomnia. Within 21⁄2 
hours of receiving L-Trp, she experienced muscle con- 
tractions and headache, followed by restlessness, neck 
pain, fever, diaphoresis, tremulousness, rigidity, and 
hyperreflexia. Since it was presumed, initially, that the 
patient had neuroleptic malignant syndrome, dan- 
trolene and bromocriptine were administered, but she 
went on to have a seizure, require intubation, and de- 
velop ventricular tachycardia and hypotension. Oral 
and nasal bleeding were noted, and her temperature 
rose to 42.2 °C. Laboratory evaluation showed ele- 
vated creatine kinase levels, and results of coagulation 
studies were consistent with disseminated intravascu- 
lar coagulation. The patient died approximately 49 
hours after the onset of symptoms; the autopsy listed 
the cause of death as neuroleptic malignant syndrome, 
although the authors opined, in retrospect, that this 
patient had the serotonin syndrome instead, noting 
that the rapid onset of symptoms (within 3 hours) after 
thioridazine, a low-potency neuroleptic, was unusual 
for neuroleptic malignant syndrome. (This was, appar- 
ently, one of the first deaths reported to the manufac- 
turer of fluoxetine as possibly being linked to a fluox- 
etine-tranylcypromine interaction.) 

Brennan et al. (45) reported on a fatal outcome in a 
42-year-old woman with depression who had been 
treated daily with phenelzine, 45 mg; lithium, 800 mg; 
L-Trp, 1 g; diazepam, 6 mg; and triazolam, 0.25 mg. 
She came to the emergency room because of restless- 
ness, sweating, and confusion. Within 3 hours she de- 
veloped coma, with hypertonicity, hyperreflexia, fever 
(42.5 °C), tachycardia, hypotension, a serum creatine 
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kinase level of 41,355 U/liter (normal range=24—175 
U/liter), and progression to disseminated intravascular 
coagulation after 12 hours. Since she was presumed to 
have neuroleptic malignant syndrome, dantrolene was 
administered, and her temperature returned to normal 
within 14 hours. In spite of supportive care, antibiot- 
ics, mechanical ventilation, and peritoneal dialysis for 
acute renal failure, severe hepatocellular damage en- 
sued, and the patient died on the sixth day. This pa- 
tient probably had a serotonin syndrome, rather than 
neuroleptic malignant syndrome, and her course of ill- 
ness was very similar to that of the patient of Kline et 
ál (27): 

In summary, the serotonin syndrome typically ap- 
pears to be a self-limited condition that resolves 
quickly when offending agents are removed, although 
fatalities can occur, which makes early reccgnition and 
treatment vital. 


CONCLUSIONS 


The serotonin syndrome is a toxic hyperserotonergic 
state, typically the result of combining serotonergic 
agents with MAOIs, that results from hyperstimula- 
tion of brainstem and spinal cord 5-HT-, receptors. 
This syndrome usually resolves with discontinuation 
of the suspected serotonergic agent or agents and con- 
servative supportive measures. In severe cases, S-HT 
receptor antagonists may be helpful, although their ex- 
act role in treatment has yet to be elucidated. The in- 
cidence of the syndrome is not known but could rise 
because of the introduction of more specific serotoner- 
gic agents into clinical practice. Heightened awareness 
by clinicians will help to minimize prescrip-ion of com- 
binations of medications that have a higher probability 
of inducing the syndrome, and if it develops, this same 
awareness should lead to srompt institution of meas- 
ures to resolve it. 


REFERENCES 


1. Rapport MM, Green AA, Page IH: Serum vasoconstrictor (se- 
rotonin), IV: isolation and characterization. J Biol Chem 1948; 
176:1243-1251 

2. Drugs acting on 5-hydroxytryptamine receptors (editorial). 
Lancet 1989; 2:717-—719 

3. Smith B, Prockop DJ: Central-nervous-system effects of inges- 
tion of L-tryptophan by normal subjects. N Engl J Med 1962; 
267:1338—-1341 

4. Curzon G, Ettlinger G, Cole M, et al: The biochemical, behav- 
ioral and neurologic effects of high L-tryptophan intake in the 
rhesus monkey. Neurology 1963; 12:431-438 

5. Oates JA, Sjoerdsma A: Neurologic effects oz tryptophan in 
patients receiving a monoamine oxidase inhibitor. Neurology 
1960; 10:1076-1078 

6. Hess SM, Redfield BG, Udenfriend S: The effec: of moncamine 
oxidase inhibitors and tryptophan on the tryptamine content of 
animal tissues and urine. J Pharmacol Exp Ther 1959; 127: 
178-181 

7. Bogdanski DF, Weissbach H, Udenfriend S; Paarmacological 
studies with the serotonin precursor 5-hydroxytryptophan. J 
Pharmacol Exp Ther 1958; 122:182-194 


711 


SEROTONIN SYNDROME 


19. 


20. 


Zd: 


22. 


23; 
24. 


25. 


26. 
27. 


28. 


Zo: 


30. 


3L 


32: 


33: 


. Hodge JV, Oates JA, Sjoerdsma A: Reduction of the central 


effects of tryptophan by a decarboxylase inhibitor. Clin Phar- 
macol Ther 1964; 5:149-155 


. Pare CMB, Sandler M: A clinical and biochemical study of a 


trial of iproniazid in th treatment of depression. J Neurol Neu- 
rosurg Psychiatry 1959; 22:247—251 


. Coppen A, Shaw DM, Farrell MB: Potentiation of the antide- 


pressive effect of a monoamine oxidase inhibitor by tryptophan. 
Lancet 1963; 1:79-81 


. Pare CMB: Potentiation of monoamine-oxidase inhibitors by 


tryptophan. Lancet 1953; 2:527—528 


. Kline NS, Sacks W, Simpson GM: Further studies on one day 


treatment of depression with 5-HTP. Am J Psychiatry 1954; 
121:379-381 


. Glassman A, Platman SR: Potentiation of a monoamine oxidase 


inhibitor by tryptophan. Psychiatr Res 1969; 7:83~—88 


. Beaumont G: Drug interactions with clomipramine (Anafranil). 


J Int Med Res 1973; 1:480-484 


. White K, Simpson G: Combined MAOlI-tricyclic antidepressant 


treatment: a reevaluction. J Clin Psychopharmacol 1931; 
1:264-281 


. Gerson SC, Baldessarini RJ: Motor effects of serotonin in the 


central nervous system. Life Sci 1980; 27:1435—1451 


. Baloh RW, Dietz J, Spooner JW: Myoclonus and ocular oscil- 


lations induced by L-tryptophan. Ann Neurol 1982; 11:95-97 


. Insel TR, Roy BF, Cohen RM, et al: Possible development of the 


serotonin syndrome in man. Am J Psychiatry 1982; 139:954— 
955 

Thomas JM, Rubin EH: Case report of a toxic reaction from a 
combination of tryptaphan and phenelzine. Am J Psychiatry 
1984; 141:281-283 

Pope HG Jr, Jonas JM. Hudson Jl, et al: Toxic reactions to the 
combination of monoamine oxidase inhibitors and tryptophan. 
Am J Psychiatry 1985; 142:491-492 

Levy AB, Bucher P, Vctolato N: Myoclonus, hyperreflexia and 
diaphoresis in patient on phenelzine-tryptophan combination 
treatment. Can J Psychiatry 1985; 30:434~-436 

Guze BH, Baxter LR J-: The serotonin syndrome: case respon- 
sive to propranolol (etter). J Clin Psychopharmacol 1936; 
6:119-120 

Price WA, Zimmer B, Kucas P: Serotonin syndrome: a case 
report. Clin Pharmaco. 1986; 26:77~78 

Steiner W, Fontaine R: Toxic reaction following the combined 
administration of fluoxetine and L-tryptophan: five case reports. 
Biol Psychiatry 1986; 21:1067—~1071 

Sandyk R: L-Dopa induced “serotonin syndrome” in a parkin- 
sonian patient on bromocriptine (letter). J Clin Psychopharma- 
col 1986; 6:194-195 

Sternbach H: Danger of MAOI therapy after fluoxetine with- 
drawal (letter). Lancet 1988; 2:850 

Kline SS, Mauro LS, Scala-Barnett DM, et al: Serotonin syn- 
drome versus neuroleptic malignant syndrome as a cause of 
death. Clin Pharm 1989; 8:510—514 

Feighner JP, Boyer WF, Tyler DL, et al: Adverse consequences 
of fluoxetine-MAOI combination therapy. J Clin Psychiatry 
1990; 51:222-225 

Green AR, Kelly PH: Evidence concerning involvement of 5-hy- 
droxytryptamine in locomotor activity produced by amphet- 
amine or tranylcyprormine-L-DOPA. Br J Pharmacol 1976; 57: 
141-147 

Deakin JFW, Green AR: The effects of putative 5-hydroxy- 
tryptamine antagonists on the behaviour produced by adminis- 
tration of tranylcypromine and L-tryptophan or tranylcypro- 
mine and L-DOPA to zats. Br J Pharmacol 1978; 64:201—209 
Peroutka SJ, Snyder SH: Multiple serotonin receptors: differen- 
tial binding of 3H-5-tydroxytryptamine, 3H-lysergic acid di- 
ethylamide and 3H-spiroperidol. Mol Pharmacol 1979; 16: 
687—699 : 

Peroutka SJ, Lebovitz RM, Snyder SH: Two distinct central 
serotonin receptors wich different physiological functions. Sci- 
ence 1981; 212:827—829 

Gonzales-Heydrich J, Peroutka S]: Serotonin receptor and re- 
uptake sites: pharmacological significance. J Clin Psychiatry 


712 


34. 


35. 


36. 


37. 


38. 


39; 


40. 


41. 


42. 


43. 
44, 
45. 


46. 


47, 


48, 


49, 


50. 


one 


Iki 


hee 
54. 


a: 
56. 


57. 


1990; S1(April suppl):5—12 

Lucki I, Nobler MS, Frazer A: Differential actions of serotonin 
antagonists on two behavioral models of serotonin receptor ac- 
tivation in the rat. ] Pharmacol Exp Ther 1984; 1:133-139 
Goodwin GM, De Souza RJ, Green AR, et al: The pharmacol- 
ogy of the behavioural and hypothermic responses of rats to 
8-hydroxy-2-(di-n-propylamino)tetralin (8-OH-DPAT). Psy- 
chopharmacology (Berlin) 1987; 91:506—-511 

Yamada J, Sugimoto Y, Horisaka K: The behavioural effects of 
8-hydroxy-2-(di-n-propylamino)tetralin (8-OH-DPAT) in mice. 
Eur J Pharmacol 1988; 154:299-304 

Smith LM, Peroutka SJ: Differential effects of S-hydrox- 
ytryptamine la selective drugs on the 5-HT behavioral syn- 
drome. Pharmacol Biochem Behav 1986; 24:1513-1519 
Yamada J, Sugimoto Y, Horisaka K: The evidence for the in- 
volvement of the 5-HT1IA receptor in 5-HT syndrome induced 
in mice by tryptamine. Jpn J Pharmacol 1989; 51:421-424 
Molliver ME: Serotonergic neuronal systems: what their ana- 
tomic organization tells us about function. ] Clin Psychophar- 
macol 1987; 7:38—23$§ 

Graham PM, llett KF: Danger of MAOI therapy after fluoxetine 
withdrawal (letter). Lancet 1988; 2:1255—1256 

Blier P, de Montigny C, Chaput Y: A role for the serotonin 
system in the mechanism of action of antidepressant treatments: 
preclinical evidence. J Clin so a 1990; 51{April suppl): 
14-20 

Sleight AJ, Marsden CA, Martin'KE, et al: Relationship between 
extracellular 5- hydroxytryptamine and behaviour following 
monoamine oxidase inhibition and L-tryptophan. Br J Pharma- 
col 1988; 93:303—-310 

Stack CG, Rogers P, Linter SPK:' ' Monoamine oxidase inhibitors 
and anaesthesia. Br J Anaesth 1988; 60:222-227 

Wells DG, Bjorksten AR: Monoamine oxidase inhibitors revis- 
ited, Can ] Anaesth 1989; 36:64-74 

Brennan D, MacManus M, Howe J, et al: “Neuroleptic malig- 
nant syndrome” without neuroleptics (letter). Br J Psychiatry 
1988; 152:578-579 

Rosebush P, Stewart T: A prospective analysis of 24 episodes of 
neuroleptic malignant syndrome. Am J Psychiatry 1989; 146: 
717-725 

Expanded recall for L-tryptophan. FDA Drug Bull 1990; 
20(April):2—3 

Yamawaki S$, Yanagawak K, Hotta I, et al: Effect of long-term 
lithium treatment on serotonin syndrome in rats. Yakubutsu 
Seishin Kodo 1986; 6:247-252 

Goodwin GM, De Souza RJ, Wood AJ, et al: The enhancement 
by lithium of the 5-HT1A mediated serotonin syndrome pro- 
duced by 8-OH-DPAT in the rat: evidence for a post-synaptic 
mechanism. Psychopharmacology (Berlin) 1986; 90:488—493 
Marley E, Wozniak KM: Interactions of a non- -selective mono- 
amine oxidase inhibitor, phenelzine, with inhibitors of 5-hy- 
droxytryptamine, dopamine or noradrenaline re-uptake. J Psy- 
chiatr Res 1984; 18:173-189 , 

Bieck PR, Antonin KH: Oral tyramine pressor test and the 
safety of monoamine oxidase inhibitor drugs: comparison of 
brofaromine and tranylcypromine in healthy subjects. J Clin 
Psychopharmacol 1988; 8:237-245 

Dickinson SL, Curzon G: Roles of dopamine and 5-hydroxy- 
tryptamine in stereotyped and non-stereotyped behavior. Neu- 
ropharmacology 1983; 22:805-812 

Bernick C: Methysergide-induced akathisia. Clin Neuropsy- 
chopharmacology 1982; 11:87-89 

Neppe VM: The clinical neuropharmacology of buspirone, in 
Innovative Psychopharmacotherapy. Edited by Neppe VM. 
New York, Raven Press, 1989 ° 

Neppe VM: High-dose buspirone in case of tardive dyskinesia 
(letter). Lancet 1989; 2:1458 

Hjorth S, Carlsson A: Buspirone: effects on central monoami- 
nergic transmission—possible relevance to animal experimental 
and clinical findings. Eur J Pharmaco! 1982; 83:299-303 
Eison AS, Eison MS, Stanley M, et al: Serotonergic mechanisms 
in the behavioral effects of buspirone and gepirone. Pharmacol 
Biochem Behav 1986; 24:701-707 


Am J Psychiatry 148:6, June 1991 


3 
i 


58. 


59. 


60. 


61. 


62. 
63. 
64. 
65. 


66. 


67. 


Trulson ME, Jacobs BL: Behavioral evidence for rapid release of 
CNS serotonin by PCA and fenfluramine. Eur J Pharmacol 
1976; 36:149-154 

Garattinis K, Caccia S, Mennini T, et al: The mechanism of 
action of fenfluramine. Postgrad Med 1975;.5:27—34 
Hunsinger RN, Wilson MC: A comparison of the fenfluramine- 
induced serotonergic syndrome in rats subacutely treated with 
either saline or d-amphetamine. Pharmacol Res Commun 1984; 
16:579-588 

Hollander E, DeCaria CM, Schneier FR, et al: Fenfluramine 
augmentation of serotonin reuptake blockade antiobsessional 
treatment. J Clin Psychiatry 1990; 51:119-123 

Brawn TCK, Cass NM: Beware—the use of MAO inhibitors is 
increasing again. Anaesth Intensive Care 1979; 7:65-68 
Rivers N, Horner B: Possible lethal reaction between Nardil and 
dextromethorphan (letter). Can Med Assoc J 1970; 103:85 
Hansen TE, Dieter K, Keepers GA: Interaction of fluoxetine and 
pentazocine (letter). Am J Psychiatry 1990; 147:949-950 
Marley E, Wozniak KM: Interactions of non-selective mono- 
amine oxidase inhibitors, tranylcypromine and nialamide, with 
inhibitors of 5-hydroxytryptamine, dopamine or noradrenaline 
reuptake. J Psychiatr Res 1984; 18:191—203 

Weinstock M, Weiss C, Gitter S: Blockade of 5-hydroxytryp- 
tamine receptors in the central nervous system by beta-adreno- 
cepter antagonists. Neuropharmacology 1977; 16:273-276 
Sprouse JS, Aghajanian GK: (—)-Propranolol blocks the inhibi- 


Am J] Psychiatry 148:6, June 1991 


HARVEY STERNBACH 


tion of serotonergic dorsal raphe cell firing by 5-HT1A selective 
agonists. Eur J Pharmacol 1986; 128:295-—29& 


APPENDIX 1. Suggested Diagnostic Criteria for Serotonin Syndrome 


A. Coincident with the addition of or increase in a known 
serotonergic agent to an established medication regimen, 
at least three of the following clinical featur2s are present: 

1) mental status changes (confusion, hypomania) 
2) agitation 

3) myoclonus 

4) hyperreflexia 

5) diaphoresis 

6) shivering 

7) tremor 

8) diarrhea 

9) incoordination 
10) fever 

B. Other etiologies (e.g., infectious, metabolic, substance 
abuse or withdrawal) have been ruled out. 

C. A neuroleptic had not been started or increased in dosage 
prior to the onset of the signs and symptoris listed above. 
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Benzodiazepines in the Treatment of Schizophrenia: 
A Review and Reappraisal 


Owen M. Wolkowitz, M.D., and David Pickar, M.D. 


Objective: Benzodiazepines, either alone or added to neuroleptics, have been studied 
extensively as treatments for schizophrenia, but no consensus regarding their efficacy has 
been reached. The authors review the double-blind trials in the literature and relate the 
findings to the neurobiology of benzodiazepine actions. Method: The clinical review included 
all double-blind studies through 1989 that could be identified by means of Index Medicus 
and computer-assisted searches and by the cross-referencing of articles. The findings from the 
14 studies of benzodiazepines used alone and the 16 studies of adjunctive therapy are 
presented separately. Results: The studies reviewed suggest that 1) response is highly vari- 
able, and about one-third to one-half of patients improve; 2) benzodiazepines are potentially 
most useful as adjuncts to neuroleptics in the acute management of psychotic agitation, 
although actual antipsychotic effects have also been observed in some patients; 3) relatively 
higher doses of benzodiazepines may be associated with better response; and 4) therapeutic 
effects, when seen, develop rapidly but diminish after several weeks in some patients. The 
authors expiore the neurobiological bases of benzodiazepine action, which presumably un- 
derlie their efficacy in schizophrenia and may help explain the variability of response. Con- 
clusions: Future research on benzodiazepines in the treatment of schizophrenia should focus 
on features that predict response, the relation of dopamine or other neurotransmitter systems 
to therapeutic effects, the schizophrenic symptoms most amenable to benzodiazepine treat- 
ment, changes in neuroleptic dose during benzodiazepine augmentation, the role.of benzodiaz- 
epines in maintenance therapy, and the optimal characteristics of benzodiazepine treatment. 


(Am J Psychiatry 1991; 148:714—726) 


B enzodiazepines, either used alone or added to neu- 
roleptics, have been studied extensively as treat- 
ments for schizophrenia (1-36); the first double-blind 
study was reported in 1961 (21). Despite the large 
number of studies conducted since that time, no con- 
sensus regarding their efficacy has been reached (2-7). 
Indeed, the clinical literature on this topic has become 
unwieldy and difficult to interpret because of the 
widely varying methods, diagnostic criteria, and statis- 
tical analyses used, the large number of unblinded an- 
ecdotal cases reported, and the highly divergent results 
obtained. Despite this lack of clarity in the literature, 
clinicians are increasingly relying on adjunctive benzo- 
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diazepines in the therapy of treatment-resistant schizo- 
phrenic patients (37, 38). 

The purpose of this article is twofold: 1) to review 
the double-blind trials in the clinical literature on the 
use of benzodiazepines for schizophrenia and to syn- 
thesize the major findings and 2) to integrate these 
findings with our understanding of the neurobiology of 
benzodiazepine actions. In our clinical review we in- 
cluded all double-blind studies through the end of 
1989 that could be identified by means of Index Med- 
icus and computer-assisted searches and by the cross- 
referencing of articles. We réport separately studies 
that used benzodiazepines as solitary treatments and 
studies that used them as adjuncts to neuroleptics. 


REVIEW OF THE LITERATURE 
Benzodiazepines as Sole Agents 
Benzodiazepines used in the treatment of schizo- 


phrenia, along with their relative potencies, are listed 
in table 1. The results of the double-blind trials of 
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benzodiazepines used as sole agents in the treatment of 
schizophrenia (8—21) are summarized in table 2. Nine 
of the 14 studies (8-11, 13, 16, 17, 20, 21) indicated 
that benzodiazepines have some positive effects, al- 
though in nearly all 14 studies some individual patients 
responded well and others poorly. One difficulty in 
interpreting this literature is that several of the studies, 
particularly the early ones, had significant methodo- 
logic limitations, e.g., heterogeneous patient groups, 
nonstandardized diagnostic systems and global rating 
instruments, and inadequate statistical analyses. All of 
the studies reported after 1975 showed positive effects 
(8—11), although one examined only the acute (1-24 
hours) effects of benzodiazepines (11) and one exam- 
ined only the prolongation of remission (10). 

Among the reviewed studies, assessment of behav- 
ioral improvement was based on different variables, 
e.g., reductions in anxiety and agitation, global impair- 
ment, and psychotic symptoms specifically. Of the 10 
studies examining psychotic symptoms (8—13, 15—18), 
six (8—11, 16, 17) indicated favorable effects on these 
symptoms and one of the remaining four (13) showed 
benzodiazepines to be superior to placebo but inferior 
to neuroleptics. There is a suggestion, therefore, that 
benzodiazepines by themselves may have some, even 
pronounced, antipsychotic efficacy for some patients. 


Benzodiazepines as Adjunctive Agents 


The results of the double-blind studies of benzodi- 
azepines used as adjuncts to neuroleptics (12, 22—36) 
are summarized in table 3. Seven of the 16 studies 
showed positive effects (23, 26, 28—30, 32, 33), and 


four indicated mixed or only transiently positive effects _ 


(12, 22, 24, 25). As was the case with the investiga- 


tions examining benzodiazepines as solitary treat- 


ments, in nearly all of these studies some individual 
patients responded well and some responded poorly to 
benzodiazepine augmentation. Nearly two-thirds of 
the studies reported in 1975 or later showed positive 
results (22, 23, 26, 28—30, 32), and, of the 13 studies 
in which psychotic symptoms were specifically exam- 
ined, five showed positive effects on such symptoms 
(23, 28, 29, 32, 33) and two showed mixed or tran- 
siently positive effects (12, 22). Positive effects, when 
seen, ranged from “mild” (e.g., less than 10% reduc- 
tion in symptoms) (29) to “moderate,” “marked,” or 
“striking” (23, 26, 28, 32). A variety of systems for 
diagnosing schizophrenia were used in the studies of 
benzodiazepines as both solitary and adjunctive treat- 
ments (tables 2 and 3). No association between re- 
sponse and diagnostic system was apparent in the re- 
ports that cited the criteria used. However, 19 of the 
30 reports did not include the diagnostic criteria used. 

Our review of the literature on the use of solitary 
and adjunctive benzodiazepines highlights both the 
variability of findings among studies and the variabil- 
ity of clinical response within studies. In the following 
sections, we extract certain themes from the review of 
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TABLE 1. Relative Potencies of Benzodiazepines Studied in the 
Treatment of Schizophrenia® 


Relati-e Potency in 
Inhib=ting Specific 
[7H]Diaz2pam Binding 
to Rat Brain Cortex 


Mean Dose Membrane (compared to 
Benzodiazepine (mg/day)? unlabe.ed diazepam) 
Diazepam 22 1.00 
Chlordiazepoxide 58 129° 
Alprazolam 2 1.979 
Lorazepam 5 3.174 
Clonazepam 1-5 4.205 
Estazolam“ Ls 7.904 
Camazepam‘ 40 9.0069 


“Only the benzodiazepines stucied in the double-blind trials re- 


viewed in this article (8—36) are included in this table. Inclusion 
here does not imply effectiveness or superiority in zhe treatment of 
schizophrenia. 

>For all drugs except clonazepam, the number showr. is the mean of 
the recommended dose range fcr the treatment of anxiety (in non- 
schizophrenic populations). Clcnazepam is not lised for this indi- 
cation, and the numbers shown are the range of cases used in the 
studies (25, 27). 

“Data adapted from Mohler and Okada (39). 

‘Data adapted from Shibuya et al. (40). 


the literature and attempt to identify varicus sources of 
variability in clinical response. 


FACTORS IN CLINICAL RESPONSE 
Solitary Versus Adjunctive Treatment 


Several studies have suggested that ber.zodiazepines 
are superior to placebo in the treatment cf schizophre- 
nia, whereas fewer have suggested equivzlence or su- 
periority to neuroleptics. Therefore, when effective, 
benzodiazepines are probably best used as adjunctive 
treatments for treatment-resistant patients (1, 4, 5, 28, 
32, 41) or as solitary treatments for patients unable to 
tolerate neuroleptics. 


Comparisons of Specific Drugs 


There is no clear evidence that specific benzodiaze- 
pines differ in their efficacy in treating schizophrenia. 
Among the studies of benzodiazepine; as solitary 
agents, positive results were sown in €7% of those 
using diazepam (8—11, 16. 17) end 43% of those using 
chlordiazepoxide (13, 20, 21) (Fisher exact probabili- 
ty=0.67, n.s.). The studies of benzodiazepines used as 
adjunctive treatments suggested more favarable results 
with high- or intermedizte-potency beszodiazepines 
(23, 26, 28—30, 33), but this finding is confounded by 
the higher doses (corrected for potency) used in those 
studies and other studies contradict this generalization 
(25, 27). It has been tentatively suggested that triaz- 
olobenzodiazepines may be mildly supenor to typical 
benzodiazepines (5), at least in the shozt-term treat- 
ment of negative symptoms (24). Such differences in 
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BENZODIAZEPINES AND SCHIZOPHRENIA 


TABLE 2. Double-Blind Studies of Benzodiazepines Used Alone to Treat Schizophrenia 





Subjects 

Authors N Diagnosis 

Jimerson et al., 1982 (8) 6 Schizophrenia (N=5), schizoaffective 
disorder (N=1) (RDC) 

Nestoros et al., 1982 (9) 12 Paranoid schizophrenia (RDC) 

Nishikawa et al., 1982 43 Remitted schizophrenia with history 

(10) of several relapses* 

Lerner et al., 1979 (11) 40 Acute schizophrenia or schizoaffec- 
tive disorder? 

Holden et al., 1968 (12) 22 Chronic schizophrenia, active 
psychosis* 

Hekimian and Friedhoff, 30 Acute and chronic schizophrenia* 

1967 (13) 

Gundlach et al., 1966 (14) 39 Schizophrenia with moderate to se- 
vere anxiety* 

Stonehill et al., 1966 (15) 20 Chronic psychosis: schizophrenia 
(N=18, two patients had had pre- 
frontal lobotomies), paranoid 
state (N=1), or postencephalitic 
psychosis (N= 1) 

Maculans, 1964 (16) 37 Schizophrenia (N=36) or alcoholic 
organic brain syndrome (N=1), 
all refractory to neuroleptics* 

Rao, 1964 (17) 62 Schizophrenia? 

Merlis et al., 1962 (18) 80 Schizophrenia or “other psychosis”? 

Azima et al., 1962 (19) 34 Schizophrenia or psychotic depres- 
sion, all with anxiety? 

Hankoff et al., 1962 (20) 110 Schizophrenia or other disorder* 

Smith, 1961 (21) 41 “Mainly schizophrenia”; a few cases 


Diagnostic criteria not cited. 


of manic-depression*® 


Drug Treatment 


Placebo for at least 2 weeks, then diazepam added as 
tolerated up to 300 mg/day for 1-2 weeks 


Diazepam (N=6, 70-400 mg/day) or placebo (N=6) for 
7 days, then haloperidol (30 mg/day) added for 6 
weeks 

Diazepam (N=13, 15 mg/day), chlorpromazine (N=10, 
75 mg/day), haloperidol (N=10, 3 mg/day), or pla- 
cebo (N=10) | 

Single dose of haloperidol (N=20, 20-35 mg i.v.) or 
diazepam (N=20, 30-40 mg 1.v.) 


Chlordiazepoxide (60-100 mg/day) and placebo for 8 
weeks each 

Placebo (N=10), chlorpromazine (N=10, <450 mg/ 
day), or chlordiazepoxide (N=10, <230 mg/day) for 
30 days 

Diazepam (N=20, 15—40 mg/day) or placebo (N=19) 
for 6 weeks 

Chlordiazepoxide (75-150 mg/day), diazepam (30-60 
mg/day), and two new benzodiazepines (LAXIV, 
LAXVII) for 4 weeks, each with 2 weeks of no medi- 
cation between periods 


Chlorpromazine (200-600 mg/day), chlorprothixine 
(200-600 mg/day), and diazepam (20-60 mg/day) for 
3 weeks each with 1-week placebo washout between 
treatments 

Diazepam (N=32, 30-60 mg/day) or placebo (N=30) 
for 6 weeks 

Individualized doses for 4 weeks, approximately as fol- 
lows: chlorpromazine (N=20, 150 mg/day), diazepam 
(N=20, 30 mg/day), chlordiazepoxide (N=20, 75 mg/ 
day), or placebo (N=20) 

Chiordiazepoxide (N=17, 20-200 mg/day) or placebo 
(N=17) for 5 days to 3 weeks 

Chlorpromazine (N=17, =150 mg/day), chlordiaz- 
epoxide (N=21, =30 mg/day), or placebo (N=72) for 
2 weeks 

Chlorpromazine (N=13, 150-700 mg/day), chlordiaz- 
epoxide (N=13, 150-700 mg/day), or placebo (N= 
15) for 14 weeks 


Patients and one psychiatric rater were blind, but the second psychiatric rater was not. 
“Each medication in “double-blind” study always had the same code letter. 
dChlordiazepoxide group: schizophrenia, N=8; depression, N=9. Placebo group: schizophrenia, N=14; depression, N=3. 
“Chlorpromazine group: schizophrenia, N=10; other disorders, N=7. Chlordiazepoxide group: schizophrenia; N=16; other disorders, N=5. 


Placebo group: schizophrenia, N=46; other disorders, N=26. 


efficacy are possible, since triazolobenzodiazepines 
have a somewhat different spectrum of biochemical, 
electrophysiological (42, 43), and behavioral (44, 45) 
effects, Further clinical trials directly comparing high- 
potency benzodiazepines are required to address this 
issue. 


Onset and Duration of Response 
The onset of a benzodiazepine’s therapeutic action 


may be remarkably rapid. Various authors have noted 
beneficial effects of orally administered benzodiaze- 
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pines within the first day to several days or weeks of 
treatment (4, 9, 11, 12, 13, 23-25, 33, 35, 46—49), 
before neuroleptics typically reach maximum efficacy. 
Despite this early onset of activity, however, several 
studies suggest an early termination of the therapeutic 
effect, frequently around the 4th week of treatment (4, 
12, 13, 24, 25, 34, 35). These findings raise the possi- 
bility of tolerance to the therapeutic effects of benzo- 
diazepines. More long-lasting benefits have been 
shown by other studies (10, 17, 21, 23, 33), however, 
and by anecdotal evidence regarding individual pa- 
tients (24, 46, 50, 51). 
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TABLE 2 (continued) 
Design Results 
Crossover Of three patients tolerating diazepam doses of 250-300 mg/day, two showed “modest” ta “marked” im- 


provement (decreased impulsivity, hostility, and delusions and increased spontaneity anc sociabili-y), 
the third showed little change but a dramatic worsening upon withdrawal; two showed no chang2 or 
worsening; the most responsive patients had responded previously to neuroleptics 


Between groups 


Between groups; 50% 
relapse time 


Between groups 


Of six patients taking diazepam, five improved; positive and negative symptoms improved rapidly 


Diazepam had a better 50% relapse time than placebo (88 versus 16 days; haloperidol=7+4 days, chlor- 
promazine=165 days); neuroleptics superior to diazepam at 3 years 


At 4 hours diazepam showed somewhat better improvement in BPRS tctal score, global cLnical inventory, 


and hostility-suspiciousness. At 24 hours haloperidol showed somewhat better improvement in global 
clinical inventory and hostility-suspiciousness, but the two drugs were equal in lowering BPRS toral, 
thought disorder, and activation scores 


Crossover 


Between groups” 


Chlordiazepoxide not superior to placebo 


All treatments resulted in clinical improvement, but chlorpromazine was superior to chlor-diazepoxide, 


which was slightly superior to placebo; four chlordiazepoxide patients showed good reszonses, gener- 


ally with higher doses 
Between groups 


No significant difference in global anxiety, “slight increase” in paranoia: however, even in anxious non- 
$ 3 = 


schizophrenic patients, diazepam was not superior in relieving anxiety 


Crossover 


No significant changes in total target symptom ratings with any compound, although some patients be- 


came “better” with chlordiazepoxide and LAXVII and “worse” with diazepam and LAXIV 


Crossover 


“Fair” to “good” responses in 59.5% of patients with diazepam, 46.0% with chlorpromazine, and 


§2.7% with chlorprothixine; diazepam was superior for anxiety, depression, apathy, withdrawal, con- 
fusion, and somatization and was equivalent for hallucinations, delusions, ideas of reference, and poor 


self-care 
Between groups 


Improvement in 63% of patients taking diazepam and 20% of those taking placebo; improvement in anx- 


iety, hallucinations, depersonalization, and delusions 


Between groups? 


Between groups 


Between groups 


No differences between any agent and placebo; authors commented on a “loosening of research control” 


No significant effect on subjective or observer-rated anxiety; psychotic symptoms not evakcated 


Chlordiazepoxide was significantly superior to placebo and was equivalent to chlorpromazine on global 


improvement ratings and subjective adjective checklist; results with schizophrenic patiem:s were rot re- 


ported separately 
Between groups 
analyses were reported 


Relationship of Response to Dose and Plasma Level 


The authors of several prior review articles (3, 5, 52) 
have noted that higher doses of benzodiazepines ap- 
pear to be associated with more favorable response. In 
our review of studies using benzodiazepines as solitary 
treatments, the mean+SD doses (in diazepam equiva- 
lents per day) in the studies with the positive and neg- 
ative results were 124.1+103.4 and 32.8+6.4 mg, re- 
spectively (Wilcoxon ranked sum test: W=21.0, p<0.05). 
In the studies using benzodiazepines as adjunctive treat- 
ments, the mean dose was 54.1+34.5 mg in the posi- 
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Chlordiazepoxide was superior to chlorpromazine and placebo on clinical global ratings, zut no statistical 


tive studies and 22.0+21.4 mg in the negative studies 
(Wilcoxon ranked sum test: W=21.5, ¢-<0.05). Such 
data suggest a dose-response relationsh-p but are not 
conclusive, since few studies have internally assessed 
dose-response relationships. 

A significant association between plasma benzodiaz- 
epine level and clinical response has been shown in 
some studies (24, 25) but not in others (23). Pharma- 
cokinetic interactions between benzodiazepines and 
concomitantly administered neuroleptics are likely to 
be either clinically insignificant (47) or absent (23). It 
should be noted that tolerance (reductizn in intrinsic 
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TABLE 3. Double-Blind Studies of Benzodiazepines Added to Neuroleptics to Treat Schizophrenia | 


Authors 
Pato et al., 1989 (22) 


Wolkowitz et al., 1988 (23: 
Csernansky et al., 1988 (24) 


Altamura et aL, 1987 (25) 
Nestoros et al., 1983 (26) 


Karson et al., 1982 (27) 


Lingjaerde, 1982 (28) 


Lingjaerde et al., 1979 (291 


Marneros, 1979 (30) 
Ruskin et al., 1979 (31) 


Kellner et al., 1975 (32) 


Guz et al., 1972 (33) 


Hanlon et al., 1970 (34) 


Hanlon et al., 1969 (35) 


Holden et al., 1968 (12) 


. Michaux et al.. 1966 (36) 


N 
17° 


12 


51 


23 


20 


60 


140 


112 


22 


72. 


Subjects 
Diagnosis 
Chronic schizophrenia (DSM-III 
and RDC} 


Schizophrenia (DSM-III and RDC), 
outpatients © 


Schizophrenia (DSM-IIT and RDC), 
inpatients 


‘Schizophrenia (RDC), outpatients 


selected to have at least mild neg- 
ative symptoms 
Schizophrenia, disorganized (DSM- 
HE), in acute exacerbation 
Treatment-resistant schizophrenia 
(RDC) 


Chronic schizophrenia (RDC), 
inpatients 


Auditory hallucinations with poor ' 
response to neuroleptics (schizo- 
phrenia, N=46; manic-depres- 
sion, N=2; reactive psychosis, 
N=3) (ICD-8) 

Chronic schizophrenia (N=19), 
reactive paranoid psychosis (N=3), 
or epileptic psychosis (N=1), not 
fully responsive to neuroleptics 

Schizophrenia with prominent affec- 
tive symptoms (K. Schneider) 

Chronic schizophrenia with positive 
and negative symptoms, unre- 
sponsive to neuroleptics 

Schizophrenia (DSM-II) with prom- 
inent anxiety not relieved by in- 
creasing doses of neuroleptics; 
only patients who responded to 
open-label chlordiazepoxide (300 
mg/day) and relapsed while taking 


` placebo were included‘ 


Schizophrenia (N=49), dementia 
(N=3), manic-depression (N=3), 
paranoia (N=2), epileptic psycho- 
sis (N=1), phobic neurosis (N= 
1), and stimulant dependence 
(N=1)° | 

Acutely ill, newly admitted patients 
“in need of phenothiazines” not 
including patients with “regres- 
sion-nonreactivity” 

Patients “in need of tranquilizing 
drug treatment,” mixed diagnoses 
not including regressed, nonreac- 
tive chronic schizophrenia 

Chronic schizophrenia 


Newly admitted, acutely ill psychiat- 
ric patients, “predominantly 
schizophrenic” 


Drug Treatment 


Alprazolam (<5 mg/day) or placebo added to stable 
fluphenazine regimen for 4-6 weeks 


Either lorazepam (N=2, 0.75 mg/day to highest dose 
tolerated) or alprazolam (N=2, 0.5 mg/day to highest 
dose tolerated) added to.stable neuroleptic regimen 

Alprazolam (mean=2.87 nig/day) added to fluphenazine 
(mean=26.4 mg/day) for 4—6 weeks 


Alprazolam (N=18, mean dose=3.7 mg/day), diazepam 
(N=20, mean dose=39 mg/day), or placebo (N=17) 
added to neuroleptics for up to 6 weeks 

Haloperidol (3-19 mg/day) plus clonazepam (N= 12, 3 
mg/day) or placebo (N=12) 

After 2-week placebo period, diazepam (35-200 mg/ 
day) added to stable neuroleptic regimen for 12 weeks 

i 
| 

After 2-week placebo period, neuroleptic regimen stabi- 
lized for 2 weeks—haloperidol (20-60 mg/day), me- 
soridazone (600 mg/day), or fluphenazine (40-80 mg/ 
day}—then clonazepam (initially 1 mg/day and 
adjusted to optimum dose) added for 28 days 

Three successive 3-week periods of estazolam (6 mg/ 
day), placebo-estazolam, or placebo-estazolam-place- 
bo; 47 patients were concomitantly receiving neuro- 
leptics 

Diazepam (15 mg/day) and placebo added to stabilized 
neuroleptic regimen for 3 weeks each 


Camazepam (N=10, 40 mg/day) or placebo (N=10) 
added to haloperidol for.3 weeks 

Diazepam (40 mg/day for 1 week, then 80 mg/day for 2 
weeks) and placebo added to haloperidol (15 mg/day) 


Chlordiazepoxide (150-300 mg/day) or placebo added 
to stable regimen of trifluoperazine (N=1, 15 mg/day) 
or thioridazine (N=5, 200-800 mg/day); each treat- 
ment lasted 1-2 weeks ` 


j 


i 


Haloperidol (3 mg/day) plus lorazepam (N=30, 6 mg/ 
day) or placebo (N=30); doses adjusted clinically; 
treatment periods were 4 weeks each 


Fluphenazine (6-20 mg/day) plus chlordiazepoxide (N= 
71, 40 mg/day) or placebo (N=69) for 32 days 


Thioridazine (600 mg/day) plus chlordiazepoxide (N= 
54, 30 mg/day) or placebo (N=58) for 32 days 


Thioridazine (300-500 mg/day) alone, thioridazine 
(150-250 mg/day) plus chlordiazepoxide {30-50 mg/ 
day), and placebo for 8 weeks each 

Chlorpromazine (>300 mg/day) plus chlordiazepoxide 
(N=37, 30 mg/day) or placebo {N=35) for 28 days 


*Twelve reported previously by Wolkowitz et al. (23); of the five additional patients, two clinically responded to alprazolam. 


Diagnostic criteria not cited. 


“Patients who had akathisia or whose anxiety was relieved by antiparkinsonian medication were excluded. | 
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TABLE 3 (continued) 


Design 


Crossover 

Crossover 

Crossover 

Between groups 

Between groups 

Placebo crossover; sin- 
gle-blind administra- 
tion plus blind rating 


of edited videotapes 
Placebo crossover 


Placebo crossover 


Placebo crossover 


Between groups 


Placebo crossover 


Multiple crossover 
(intensive design) 


Between groups 


Between groups 


Between groups 


Crossover 


Between groups 


OWEN M. WOLKOWITZ AND DAVID PICKAR 


Results 


Mild but significant decrease in psychosis with alprazolam; responders (N=7) also had siznificant or 
nearly significant decreases in anxiety and depression; nonresponders had no change in psychosis but 
increases in anxiety and depression 

With lorazepam, minimal improvement in psychosis or anxiety but large decrease in depression, which 
persisted after lorazepam withdrawal; with alprazolam, rapid increase in paranoia and anxiety 


Significant decreases in psychosis and positive symptom ratings with alprazolam; responders also snowed 
decreases in negative symptom ratings; response correlated with baseline anxiety, psyckosis, age, pre- 
frontal cortex atrophy (on CT scan), and alprazolam-induced decreases in plasma HVA 

During the first weeks of study, alprazolam but not diazepam was superior tc placebo in reducing nega- 
tive (but not positive) symptoms; neither was superior to placebo by weeks 4-5 


Clonazepam resulted in earlier (week 1) improvement, mainly in anxiety, tension, and excitement; by 
week 4 no significant differences except in excitement and akathisia 

Of nine patients who allowed videotaping, six were “much” or “very much” improved (Clinical Global 
Impression) 


No significant effects on thought disorder, withdrawal, paranoia, anxiety, depression, or activity; four 
P 
patients had aggressive behavior (two during or after clonazepam withdrawal) 


In first 3-week period, both placebo and estazolam produced improvement in global assessments, but es- 
tazolam was superior in the second and third 3-week periods; estazolam was significartly superior tor 
auditory hallucination frequency, visual hallucinations, and compulsive thoughts 


Diazepam mild_y but significantly better than placebo on BPRS total ratings, suspiciousness, and unusual 
thought content 


Significant effect of camazepam on anxiety, tension, irritability, aggressivity, and psychomotor unrest but 
no significant effect on delusions or hallucinations 


No overall clinical benefit from diazepam, although one patient with high level of motor tension may 
have benefited 


Three patients showed rapid and significant improvement with chlordiazepoxide; in two the imprevement 
was “striking”; anxiety, hallucinations, suspiciousness, and unusual thought content improved; 1wo 
patients showed no change in any rated area and one showed a nonsignificant increase in depression; 
initial anxiety level was directly correlated with clinical improvement 


In each week lorazepam produced significantly more improvement than placebo in anxiecy, insomnia, de- 
lusions, hallucinations, behavior, fear, agitation, and global clinical assessment and novrsignificantly 
more improvement in Hamilton anxiety score 


Chlordiazepoxide attenuated the beneficial effects of fluphenazine on ward behavior scorzs and global 
ratings 


Slight antianxiety effect of chlordiazepoxide on global and target symptom ratings at 2 w2eks but overall 
equivalent or poorer outcome at 4 weeks compared with placebo 


Chlordiazepoxide plus thioridazine superior to thioridazine alone only in isolated symptom clusters—dis- 
turbance of person, thought content, and motor behavior—and in 15 of 132 psychopethology izems, 
including anergia, autism, passivity, and negativism 

Chlordiazepoxide significantly worse for schizophrenic disorganization, especially in women, but superior 
for thought disorder, ward behavior, and target symptoms in the 20% sickest patients and in patients 
with high baseline agitation or retardation 
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receptor sensitivity), commonly seen with benzodiaze- 
pines, may obfuscate a relationship between plasma 
benzodiazepine concentration and clinical response 
(53, 54). 


Response Specificity 


Several different uses of benzodiazepines in the treat- 
ment of schizophrenia have been conceptualized, rang- 
ing from acute anxiolysis or stress reduction and acute 
control of psychotic agitation through longer-term 
management of psychotic symptoms and/or reduction 
in the required doses of concomitantly administered 
neuroleptics (55). Several of the studies reviewed here 
indicated that benzodiazepines ameliorate anxiety, 
tension, hostility, and irritability in schizophrenic pa- 
tients (8, 9, 16, 17, 22, 25, 30, 32, 33), and some 
showed significant reductions in depressive symptoms 
as well (9, 12, 16, 22). Several studies have also sug- 
gested that benzodiazepines significantly reduce core 
psychotic symptoms, such as hallucinations, delusions, 
and thought disorder (8, 9, 11, 17, 22, 23, 28, 29, 32, 
33), although in other studies benzodiazepines had 
detrimental effects or attenuated the therapeutic effects 
of neuroleptics in some patients (4, 8, 22, 28, 34-36, 
56, 57). Pato et al. (22) provided preliminary evidence 
that the responsivity of psychotic symptoms to benzo- 
diazepines in individual patients is associated with 
responsivity of other symptoms, such as anxiety and 
depression, suggesting a broad distinction between 
benzodiazepine responders and nonresponders. 

Several authors have also commented on the bene- 
ficial effects of benzodiazepines on negative symptoms, 
such as lack of spontaneity, emotional withdrawal, 
blunted affect, passivity, apathy, and negativism (8, 9, 
12, 16, 23, 24, 49). We and others have noted rapid 
(within 1-2 weeks) anc occasionally striking improve- 
ments in social relatedness, affability, spontaneity, hu- 
mor, and interest in family and social life in some ben- 
zodiazepine-treated schizophrenic patients (8, 9, 23, 
46, 47, 49, 51, 58-60). 

In addition, benzodiazepines may ameliorate motor 
disturbances (e.g., motor unrest and agitation) (12, 30, 
31, 33, 36), psychogenic or neuroleptic-induced cata- 
tonia in both schizophrenia and bipolar affective dis- 
order (61 and unpublished work of H.K. Manji and 
T.A. Hurwitz, 1987), end akathisia or other extrapy- 
ramidal symptoms (25, 30, 62—64). Such effects may 
secondarily reduce psychotic-like symptoms, and it is 
not known to what extent they account for the anti- 
psychotic effects observed (64, 65). 

Finally, several open-label or retrospective studies 
have suggested an important role for benzodiazepines 
(combined with neuroleptics) in the acute management 
of psychotic agitation or disruptive, dangerous behav- 
ior. Salzman et al. (66, 67), Arana et al. (4), and Garza- 
Trevino et al. (68) reported that mean and/or total 
neuroleptic doses were lower in patients receiving neu- 
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roleptics plus lorazepam than in those receiving neu- 
roleptics alone, raising the possibility that lorazepam 
enhanced neuroleptic efficacy (67). 


CLINICAL CONSIDERATIONS 


As with any treatment, the: benefits of benzodiaze- 
pine therapy must be weighed against its risks. Seda- 
tion, ataxia, and cognitive impairment are all possible 
side effects of benzodiazepines, especially with high 
doses, although clinical improvement may be seen at 
doses below those associated with sedation (23). Some 
patients exhibit behavioral disinhibition or psychotic 
exacerbation during benzodiazepine treatment (4, 8, 
22, 23, 27, 34-36, 56, 57), so close clinical monitoring 
of patients is essential, especially in outpatient settings. 
Indeed, outpatients may be at greater risk for these 
reactions and for sedation-associated dysphoria (22, 
57, 69). Patients may also experience a transient in- 
crease in symptoms (rebound) after benzodiazepine 
withdrawal (8, 23, 27, 70). It is currently recom- 
mended that benzodiazepine tapering be done very 
gradually, especially after prolonged benzodiazepine 
treatment or treatment with high-potency benzodiaze- 
pines with short half-lives. For these reasons, patients 
who are likely to be poorly compliant with medication 
regimens are generally poor candidates for other than 
very short-term benzodiazepine treatment. Benzodiaz- 
epines may also lead to physiological dependence or to 
abuse (66, 71-74). The risk of abuse in therapeutic 
settings is judged to be small, although the risk is 
somewhat higher in individuals with histories of mul- 
tiple drug abuse (72, 73). The risk of benzodiazepine 
dependence in patients with schizophrenia is unknown 
but may be lower than in patients with nonpsychotic 
illnesses (74). Last, most of the studies reviewed here 
assessed benzodiazepine effects for less than 8 weeks; 
data on more prolonged or maintenance therapy are 
scanty and largely anecdotal. Indeed, Salzman (66) and 
Chouinard (71) recommended against the routine or 
maintenance use of benzodiazepines for the prevention 
of disruptive behavior or for the treatment of psychotic 
symptoms in schizophrenia. 

The following conclusions seem probable but must re- 
main tentative until more definitive studies are completed. 

1. Response to benzodiazepines varies widely be- 
tween patients; approximately 30%—50% of individ- 
ual patients show favorable responses. 

2. The magnitude of therapeutic response, when 
seen, is often modest but may be striking in certain 
patients. 

3. Benzodiazepines are more effective when added to 
neuroleptics but may be mildly efficacious in certain 
patients when used alone. ` 

4. Higher doses of benzodiazepines may be associ- 
ated with better responses, although therapeutic effects 
may be seen in the range of commonly prescribed 
doses. . 

5. Different clinical patterns are emerging in the cur- 
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rent use of benzodiazepines for schizophrenia. Seda- 
tion and reductions in anxiety and agitation may be 
the most prominent effects, and the acute management 
of psychotic agitation or disruptive behavior is the 
most well-founded indication for adjunctive benzodi- 
azepine use. However, significant reductions in posi- 
tive and negative psychotic symptoms and normaliza- 
tion of certain motor disturbances are also observed in 
some patients. 

6. Therapeutic effects, when seen, may develop rap- 
idly—within hours, days, or 1—2 weeks. Some respon- 
sive patients evidence behavioral tolerance to the ther- 
apeutic effects of benzodiazepines in several weeks, 
although some patients show longer-lasting responses. 

7. Predictors of clinical response are unclear at this 
time, although patients with high initial anxiety, psy- 
chosis, or motor disturbance may be the most likely to 
respond. In the following section, we examine possible 
predictors of clinical response. 


PATIENT RESPONSIVITY 
Variability of Response 


In their 1986 review of the literature, Arana et al. (4) 
found that schizophrenic patients have an overall rate 
of response to benzodiazepines of approximately 30%— 
36%. In our review of the literature, which included 
more recent studies, we found a mean response rate of 
48.7% (range=12%—83%) among patients in the 15 
studies that reported response rates (8, 9, 12—14, 16, 
17, 20, 22, 23, 26, 28, 31, 32, 36). We and others (2, 
22, 23, 47) have remarked on the high degree of in- 
terindividual variability in response to benzodiazepine 
treatment among schizophrenic patients. 

Consideration of the mechanisms by which benzo- 
diazepine action can be terminated may yield some 
clues as to individual variability in response. For ex- 
ample, benzodiazepine action may be terminated by 
acute receptor adaptation (tolerance) or by changes in 
body distribution or clearance (elimination) (53). Other 
pharmacokinetic factors that may relate to response 
variability include differences in metabolic enzyme ac- 
tivity, the presence of active metabolites, and instabil- 
ity of drug levels over time. 

An alternative approach to understanding individual 
variability posits the existence of behaviorally or bio- 
logically distinct subgroups of patients, which differ in 
susceptibility to benzodiazepines. This possibility would 
be supported by evidence of the reproducibility of ther- 
apeutic effects within individual patients over time or 
by the ability of certain behavioral or biological vari- 
ables to predict treatment response. Few studies have 
examined whether benzodiazepine responsivity is a 
state or trait phenomenon. Kellner et al. (32) and Kirk- 
patrick et al. (48) suggested that some but not all 
schizophrenic patients who initially respond to benzo- 
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diazepines continue to show favorable responses when 
the same benzodiazepines are readministered. 


Predictors of Response 


Several groups have found that patienzs with more 
prominent initial psychotic and/or anxizty or panic 
symptoms or with high levels of motor tension, agita- 
tion, or retardation respond more favorably to benzo- 
diazepines (23, 31, 32, 36, 59), although one study 
failed to show such a relationship (35). Some (8°, but 
not all (28), authors have also reported tkat prior neu- 
roleptic response predicts response to benzodiazepines. 
The predictive value of sex and age in ber-zodiazepine- 
treated patients remains unclear (23, 28, 36). The re- 
sults of two open-label studies suggested that relatively 
stable neuroleptic-responsive outpatients oz outpatients 
with postpsychotic depression may respond more 
poorly to benzodiazepine augmentation or have diff- 
culty tolerating the sedating side effects (£7, 69). Adan 
and Siris (69) also suggested that inpatient status, 
which is associated with a more stimulating environ- 
ment, more staff attention, and closer monitoring of 
dose and side effects, may interact favorably with ben- 
zodiazepine augmentation. 

Biochemical predictors or concomitants of response 
have been investigated. Therapeutic response to neu- 
roleptics alone is directly correlated with the magni- 
tude of neuroleptic-induced decreases in plasma levels 
of homovanillic acid (HVA), a dopamime metabolite 
(75-78). Similarly, in our pilot study cf alprazolam 
(23), the clinical responders showed sigrificant alpra- 
zolam-associated decreases in plasma HVA levels, 
whereas the nonresponders actually showed increases 
in plasma HVA levels. The alprazolam-associated re- 
ductions in plasma HVA levels were directly correlated 
with reductions in ratings of both positive and negative 
schizophrenic symptoms. Such preliminary data sug- 
gest that dopamine system responsivity <0 benzodiaz- 
epines may underlie, or at least be associated with, 
therapeutic response to benzodiazepin2s in schizo- 
phrenic patients. 

In the same pilot study (23), patients with radio- 
graphic signs consistent with greater pretrontal corti- 
cal atrophy (but without signs consisten: with greater 
generalized atrophy) showed more therap=zutic response 
to alprazolam augmentation. Such radicgraphic signs 
were also significantly correlated with alprazolam- 
associated reductions in plasma HVA levels. Although 
these findings are preliminary and ther signif.cance 
uncertain, they suggest that benzodiazepine actions in 
the stress- and benzodiazepine-sensitive prefrontal cor- 
tex (79-81) may be important in their therapeuzic ac- 
tions in patients with schizophrenia. 

In our review of the neurobiology o£ benzodiaze- 
pines, which follows, we attempt to imtegrate these 
clinically determined predictors into our discussion of 
the mechanisms of benzodiazepine action. 
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NEUROBIOLOGICAL CONSIDERATIONS 
Benzodiazepines 


Benzodiazepines act in the CNS by binding to spe- 
cific receptors (82) found in the highest concentrations 
in the cerebral cortex, hippocampus, amygdala, and 
certain discrete areas of the brainstem. Benzodiazepine 
binding to “central” benzodiazepine receptors, which 
are structurally and functionally linked to -y-aminobu- 
tyric acid, (GABA4g) receptors and to chloride iono- 
phores, facilitates GABA neurotransmission and re- 
sults in increases in permeability to chloride ions. The 
“opening” of these chloride channels permits a rapid 
influx of negatively charged chloride ions into the 
nerve cells, resulting in “‘hyperpolarization,” i.e., a de- 
crease in neuronal excitability. It should be noted that 
both benzodiazepine and GABA receptors are hetero- 
geneous. “Peripheral” benzodiazepine receptors (which 
anatomically may be central or peripheral) are not 
coupled to GABA receptors or chloride ionophores 
(83). GABA, receptors are associated with adenylate 
cyclase, do not appear to be modulated by benzodiaz- 
epines, and are also not associated with chloride ion- 
ophores (84). 

Benzodiazepine effects on neuronal excitability 
apparently mediate their anxiolytic, hypnotic, and an- 
ticonvulsant actions and may also underlie their inhi- 
bition of dopamine neurotransmission. In rats, benzo- 
diazepines have been shown to decrease nigrostriatal 
dopamine release and turnover (85, 86), to block stress- 
induced activations in prefrontal cortical dopamine 
turnover (80), to attenuate acute neuroleptic-induced 
increases and augment chronic neuroleptic-induced de- 
creases in dopamine turnover (87, 88, and unpublished 
work of F. Petty et al., 1987), and to potentiate the 
cataleptic effects of neuroleptics (88). (Catalepsy is a 
neuroleptic-induced effect in animals that is a func- 
tional consequence of dopamine receptor blockade 
[88].) One important exception to the general finding 
of benzodiazepine inhibition of dopamine turnover 
may occur in states of dopamine neuron “‘depolariza- 
tion blockade.” In such circumstances, dopamine neu- 
rons are overexcited to the point of inactivation (89, 
Manji and Hurwitz). Benzodiazepine-induced hyper- 
polarization might then reactivate the dopamine neu- 
rons in a dose-dependent manner; high enough doses 
of benzodiazepines, however, would further hyperpo- 
larize the membrane, again inactivating it. Such a 
mechanism has been proposed to explain the efficacy 
of benzodiazepines in alleviating catatonic states in hu- 
mans (Manji and Hurwitz). 

Preclinical studies are also focusing on elucidation of 
the biological mechanisms of benzodiazepine tolerance 
and withdrawal (54, 90). Studies of the change in ben- 
zodiazepine receptor number after chronic benzodiaz- 
epine administration (54, 90) have yielded conflicting 
results: decrease, increase, and no change; in any 
event, such changes are unlikely to account for toler- 
ance at clinically prescribed doses (54). Decreases in 
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GABA receptor sensitivity after chronic benzodiaze- 
pine administration have also been reported (54, 90). 
Such changes or “downstream” changes, involving 
dopamine, norepinephrine, or serotonin system activ- 
ities (54, 90), may be a prominent mechanism. 


GABA 


GABA involvement in the effects of benzodiazepines 
may be particularly relevant in schizophrenia. Roberts 
(91) and others (52) have proposed a GABA hypoth- 
esis of schizophrenia, which postulates inadequate 
GABA inhibition of dopamine neurotransmission in 
this illness. The highest GABA levels in mammalian 
brain are located in the dopamine-rich basal ganglia. 
GABA-containing neurons there are intrinsic to the 
striatum, form a long feedback-loop path from the stri- 
atum to the substantia nigra pars reticulata and globus 
pallidus (i.e., from postsynaptic to presynaptic neu- 
rons), and constitute a major efferent pathway from 
the substantia nigra to the thalamus, superior collicu- 
lus, and reticular system (92). These tracts modify 
dopaminergic function in these and other sites by 
decreasing presynaptic dopamine release. In rats, 
GABAmimetic drugs also attenuate acute neuroleptic- 
induced activation of nigrostriatal and mesolimbic 
dopamine neurons (52, 85) and retard dopamine neu- 
ron postsynaptic responses to chronic neuroleptic 
blockade, e.g., supersensitivity and tolerance to cata- 
lepsy (84, 93). Further, inhibition of GABA input to 
dopamine neurons in the ventral tegmental area results 
in increased dopamine activity in the nucleus accum- 
bens and olfactory tubercle and in behaviors suggestive 
of psychosis in cats (94). However, it must be noted 
that, as with benzodiazepines; GABA agonists may in- 
crease or decrease dopamine’ activity—depending on 
brain site, dose and duration of treatment, and possi- 
ble activation of GABA-sensitive interneurons (95). 

Despite the compelling preclinical data showing sig- 
nificant interactions between benzodiazepine/GABA 
systems and dopamine neurotransmission, CSF and 
plasma GABA levels have provided inconsistent evi- 
dence of GABA system hypofunctioning in schizophre- 
nia (95—98). Reynolds et al.: (99) recently reported, 
however, a lower than normal density of GABA up- 
take sites in hippocampus samples from the autopsied 
brains of schizophrenic patients; this deficit was cor- 
related in the left hemisphere with higher than normal 
dopamine concentrations in the amygdala. 

Clinical trials of GABA agonists in schizophrenia, 
including those with preferential affinity for GABA, or 
GABAg receptors, have been disappointing; only one 
out of 15 yielded positive results, and some indicated 
actual worsening of symptoms (84), Because of the 
complexity of GABA system functioning, the biphasic 
nature of GABAergic response! (already described), and 
the imprecise pharmacologic: spectrum of action of 
available GABA receptor agonists, these clinical data 
must be interpreted cautiously. 
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Rationales for Benzodiazepine Use in Schizophrenia 


Despite the largely negative clinical results with 
GABAmimetic agents, several rationales for the use of 
benzodiazepines in schizophrenia remain. Stress has 
been implicated as one mediator of relapse in schizo- 
phrenia (100), and an important objective in the long- 
term management of patients with schizophrenia is the 
reduction of environmental stress. Although GABA- 
mimetics are not remarkably effective anxiolytics, ben- 
zodiazepines show clear efficacy in this regard and rep- 
resent a pharmacologic method for attenuating stress 
responses. Kirkpatrick et al. (48) and Sovner and Par- 
nell-Sovner (101) recently reported that openly admin- 
istered diazepam and buspirone, a nonbenzodiazepine 
anxiolytic, attenuated early signs of relapse or mini- 
mized stress-induced psychotic exacerbations in some 
schizophrenic patients. 

Benzodiazepines may have more direct antipsychotic 
effects because of their inhibition of dopamine neuro- 
transmission (86—88, 93, and Petty et al.), as we have 
discussed. Rapid decreases in presynaptic dopamine 
release may partially account for the observed rapidity 
of action of benzodiazepines in the treatment of some 
patients with schizophrenia. After several weeks of 
treatment with neuroleptics alone, presynaptic dopa- 
mine release (partially reflected in changes in plasma 
HVA levels in schizophrenic patients) decreases to be- 
low the baseline level (75, 76), perhaps secondary to 
depolarization blockade. Benzodiazepines used at this 
point may increase or decrease dopamine activity, de- 
pending on the degree of hyperpolarization achieved 
(Manji and Hurwitz). Such bidirectional responses 
may account for the variability of clinical response in 
schizophrenic patients and for the observation that 
plasma HVA levels may increase or decrease in parallel 
with clinical response in schizophrenic patients treated 
with a combination of alprazolam and fluphenazine 
(23). In addition, as already reviewed, GABAmimetics 
may retard the adaptation of postsynaptic dopamine 
neurons to neuroleptic blockade. If such effects in the 
mesolimbic dopamine tract also occur with benzodi- 
azepines, they might further explain the efficacy of 
these drugs in augmenting neuroleptics for some patients. 

Last, anatomic considerations may relate to benzo- 
diazepine effects on dopamine activity. Several impor- 
tant dopamine tracts have been identified in the brain, 
including the nigrostriatal, the mesolimbic, and the 
mesoprefrontocortical tracts (89). Several characteris- 
tics of the mesoprefrontocortical tract differentiate it 
from the others. It has fewer autoreceptors or none 
and, perhaps as a consequence, in rats shows dimin- 
ished acute and chronic responses to neuroleptics (89) 
and particular sensitivity to stress-activation, B-carbo- 
lines (benzodiazepine receptor inverse agonists), and 
benzodiazepines (79-81 and Petty et al.). Benzodiaz- 
epines may, therefore, be particularly effective in de- 
creasing dopamine activity precisely in the dopamine 
tract in which neuroleptics are the least effective. Scat- 
ton et al. (102) found in rats that bilateral section of 
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the corticostriatal projections or selective bilateral ab- 
lation of the frontal cortex resulted in lowered levels of 
nigral glutamic acid decarboxylase and in behaviors 
consistent with increased striatal dopanzine transmis- 
sion. These behaviors were reversed by administration 
of GABAmimetic agents. Similar effects from benzodi- 
azepines administered to humans might explain a pref- 
erentially beneficial effect in patients wh> have radio- 
graphic signs consistent with prefrontoco-tical atrophy 
(23), although this observation remains =reliminary. 

Further delineation of responsive versus nonrespon- 
sive patient subgroups may advance our understanding 
of differences in pathophysiology in different groups of 
patients with schizophrenia. Because schizophrenia may 
be heterogeneous, it is surely worthwhile to explore 
any treatment that consistently benefits even a minor- 
ity of otherwise treatmenz-resistant patients. 


RECOMMENDATIONS FOR FUTURE RESEARCH 


With recent advances in clinical research methods 
and in basic science technology (90), our field is now 
poised for determining the role of benzodiazepines in 
the treatment of schizophrenia and the neurobiological 
underpinnings of their effects on this population. The 
unanswered questions thet seem most important to us 
are 1) What clinical and biological features predict fa- 
vorable and unfavorable response to benzodiazepines? 
2) Are the therapeutic effects of benzcdiazepines in 
schizophrenia related to their effects on tae function of 
dopamine or other systems? 3) Which ssecific schizo- 
phrenic symptoms are most amenable to Lenzodiazepine 
treatment? and What can benzodiazepin= treatment of 
negative symptoms teach us about the pathophysiol- 
ogy of such symptoms? 4) Should benzcdiazepine use 
in schizophrenia be confined to short-term administra- 
tion (e.g., for psychotic agitation), or is it suitable for 
maintenance treatment in certain resporsive patients? 
and What underlies individual differences in the rate 
and extent of behavioral tolerance and can strategies 
be developed to avert such tolerance (54)? 5) When 
effective, will adjunctive benzodiazepine medication 
allow the use of lower neuroleptic doses in addition to - 
enhancing clinical outcome? 6) What is tie importance 
of benzodiazepine structure and potency, half-life, 
dose, plasma concentration, and spacirg of drug ad- 
ministration in clinical response? Clinical studies are 
needed to systematically assess this last question. Fur- 
ther, it is advised that all reports cite zne diagnostic 
criteria used in the study and the relianility of these 
criteria; multisystem diagnostic evalcations might 
prove especially revealing in delineating subgroups 
(103). 
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Regular Articles 


General Hospitals and the Severely Mentally Ill: 
Changing Patterns of Diagnosis 


Mark Olfson, M.D. 


Objective: The author’s goal is to determine whether there bas been a recent change in the 
number and proportion of severely ill psychiatric patients treated in general hcspitals. Meth- 
od: He analyzed the discharge data from the National Hospital Discharge Survey for the 
years between 1970 and 1987, focusing particularly on the discharges of patients with 
psychiatric versus nonpsychiatric diagnoses. The number and proportion of discharges of 
patients with psychiatric diagnoses in four major diagnostic groups (depression, bipolar 
spectrum disorders, schizophrenia, and other psychoses) were determined. Results: Between 
1970 and 1987, discharges of patients with psychiatric diagnoses from general hostitals 
increased by a factor of 0.8. The percentage of discharges of patients with the diagnos2s of 
depression (18.0%—22.7%), schizophrenia (9.4%-13.6%), and paranoid or other ncnor- 
ganic psychoses (3.1%—-4.0%) remained relatively constant. The percentage of dischargzs of 
patients with the diagnosis of nondepressed bipolar disorder increased from 0.6% in 1970 to 
3.2% in 1987. Conclusions: Although there has been a recent absolute increase ir the 
number of general hospital patients with severe psychiatric diagnoses, the increase has been 
tempered by a concomitant increase in the number of patients with nonsevere diagnoses. 
Changes in classification systems (DSM-II or ICDA-8 to DSM-III or ICD-9-CM) and cues- 
tions regarding the rigor with which the nosologic changes have been incorporated into 





practice complicate the interpretation of these findings. 


(Am J Psychiatry 1991; 148:727~732) 


| t is widely believed that an increasing proportion of 
psychiatric patients in general hospitals suffer from 
severe mental illness. Some general hospital clinicians 
have expressed concern that they are being forced to treat 
severely disabled patients who in earlier times would 
have been cared for in state mental hospitals (1, 2). 
Support for the idea that general hospitals are treat- 
ing more severely mentally ill patients than they used 
to comes from anecdotal reports and national data 
sets. At one general hospital, the proportion of psychi- 
atric patients with histories of state hospital care more 
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than doubled in less than a decade G). At another 
general hospital, a majority of the frequent users of the 
inpatient service were reported to suffer from schizo- 
phrenia or bipolar disorder (4). Such reports bolster 
the perception that the psychiatric pazients currently 
treated in general hospitals are more seriously ill than 
those treated in earlier years. 

National data also provide evidence that general 
hospitals are becoming increasingly populated by se- 
verely ill psychiatric patients. A detailed analysis of 
data from the National Institute of Mental Health 
(NIMH) by Thompson et al. (5) contirmed that the 
proportion of general hospital psychiatric inpatients 
with severe mental illness (i.e., patients with schizo- 
phrenia, affective psychoses, paranoid states, or other 
nonorganic psychoses) increased from 38.8% to 
47.7% between 1970 and 1980. 
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CHANGING PATTERNS OF DIAGNOSIS 


TABLE 1. Discharges of Patients With Mental Disorders From Short-Stay Nonfederal General Hospitals, 1970-1987° 





Primary Diagnosis of 


Mental Disorder 


All Discharges Discharges 
Year (thousands) (thousands) 
1970 29,127 986 
1971 29,459 1,050 
1972 31,627 1,176 
1973 32,101 1,227 
1974 34,372 1,352 
1975 34,042 1,494 
1976 34,372 1,485 
1977 35,902 1,628 
1978 35,616 5 1,730 
1979 36,747 1,723 
1980 36,832 1,692 
1981 38,544 1,747 
1982 38,594 1,746 
1983 38,783 1,701 
1984 37,162 1,690 
1985 35,057 1,700 
1986 34,256 1,807 
1987 33,387 1,781 


Severe Mental Disorder 


% of All Discharges % of Discharges 
Discharges (thousands) With Mental Disorder 
3.4 192 19.5 
3.6 219 20.9 
3.7 223 19.0 
3.8 260 21.2 
3.9 274 20.3 
4.4 295 19.7 
43 316 21.3 
4.5 369 22.7 
4.9 399 23.1 
4.7 416 24.1 
4.6 393 23.2 
4.5 447 25.6 
4.5 462 26.5 
4.4 471 ! 27.7 
4.5 512 30.3 
4.8 575 i 33.8 
$.3 612 33.9 
5.3 633 35.5 


aData are from the National Hospital Discharge Survey. Severe mental disorder is defined as 295--299 in ICDA-8 and ICD-9-CM. 


The current study explores the diagnostic composi- 
tion of mentally ill patients discharged from general 
hospitals between 1970 and 1987. In contrast to the 
study by Thompson et al. (5), which focused on hos- 
pitals with psychiatric units, the current report ana- 
lyzes a representative national sample of psychiatric 
patients from all nonfederal short-stay general hospi- 
tals. The results suggest that although general hospitals 
have experienced an absolute increase in the number of 
patients with severe psychiatric diagnoses, this increase 
has been accompanied by an increase in the number of 
patients with nonsevere psychiatric diagnoses. Further- 
more, it is difficult to interpret the trends in reported di- 
agnoses because of changes in diagnostic nomenclature. 


METHOD 


The National Hospital Discharge Survey, compiled 
annually by the National Center for Health Statistics, 
selects a national probability sample of discharges 
from nonfederal hospitals that have an overall average 
length of stav of less than 30 days. Because approxi- 
mately 95% of these facilities are general hospitals, 
they will be referred to as such. On the basis of this 
probability sample, the National Hospital Discharge 
Survey provides national estimates of the diagnostic, 
procedural, and demographic characteristics of pa- 
tients treated at these facilities. In the present analysis, 
all data refer to the discharge diagnosis listed first. 

When psychiatrists record discharge diagnoses, they 
generally use nomenclature from the current DSM. 
When hospitals report these diagnoses to federal agen- 
cies such as the National Center for Health Statistics, 
however, they use [CD diagnoses. Because the cross- 
walk between the DSM and ICD systems contains sub- 
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stantial discontinuities (6, 7), variation occurs in the 
process of translating DSM to ICD codes. A second 
potential source of uncertainty arises from the changes 
in the ICD and DSM diagnostic systems that have oc- 
curred over time. In 1979, ICD-9 replaced ICDA-8, 
and in 1980 DSM-III replaced DSM-III. In the Results 
section, a brief discussion is presented of several clas- 
sificatory discontinuities that have arisen because of 
changes in diagnostic nomenclature. 


RESULTS 
Inpatient Psychiatric Care 


In the years between 1970 and 1987 the number of 
general hospital discharges of'patients with primary 
psychiatric diagnoses increased by 0.8 (table 1). This 
growth was concentrated in the years between 1970 
and 1978; there was very little subsequent growth (ta- 
ble 1). The increase in discharges of patients with psy- 
chiatric diagnoses occurred within the context of < 
more modest growth of all discharges. All discharges 
grew by 0.3 between 1970 and'1983 before falling o£ 
slightly over the following 4 ‘years. Because of the 
faster growth rate of discharges of patients with psy- 
chiatric diagnoses, the percentage of the total general 
hospital discharge diagnoses represented by psychiatric 
disorders grew from 3.4% in 1970 to 5.3% in 1987. 


The Severely Mentally Ill . 

Between 1970 and 1987, the number of general hos- 
pital patients discharged with what Thompson et al. 
(5) defined as severe mental disorder diagnoses (schizo- 
phrenia, affective psychoses, paranoid states, and other 
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FIGURE 1. Discharges of Patients With Severe Psychiatric Disorders 
From Short-Stay Nonfederal General Hospitals, 1970—1987? 
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“Data are from the National Hospital Discharge Survey. Affective 
psychosis is code 296 in ICDA-8 and [CD-9-CM. Schizophrenia is 
code 295 in ICDA-8 and ICD-9-CM. Other psychoses include 
codes 297-299 in ICDA-8 and ICD-9-CM. 


nonorganic psychoses—295—299 in ICDA-8 and ICD- 
9-CM) grew by an estimated 2.3 (table 1). This growth 
increased the percentage of total general hospital dis- 
charges of patients with severe mental disorder diag- 
noses from 19.5% in 1970 to 35.5% in 1987. 

When the overall increase in discharges of patients 
with severe psychiatric diagnoses is disaggregated into 
the three major diagnostic categories, the growth was 
found to occur almost exclusively among the affective 
psychoses (figure 1). Moreover, the increase occurred 
almost entirely during the DSM-III and ICD-9-CM 
era. A closer examination of this finding reveals that 
classificatory changes may be responsible for a sub- 
stantial proportion of this increase. 


Depression 


According to the National Hospital Discharge Sur- 
vey data, the number of general hospital discharges of 
patients with diagnoses of depressive disorders (codes 
296.0, 296.2, 298.0, and 300.4 in ICDA-8 and 296.2, 
296.3, 296.5, 298.0, 300.4, and 311 in ICD-9-CM) 
increased from 218,000 in 1970 to 405,000 in 1987. 
Because of parallel increases in discharges of patients 
with other psychiatric diagnoses, the percentage of dis- 
charges of patients with diagnoses of depressive disor- 
ders remained relatively constant—18.0% in 1976 and 
22.7% in 1987. 

During the years under study, there was a marked 
change in the specific diagnostic composition of the 
depressed inpatients. During the ICD-9-CM period, 
the proportion of discharges of patients with diagnoses 
of neurotic depression (code 300.4) declined and a 
compensatory increase occurred in discharges of pa- 
tients with diagnoses of major depressive disorder 
(codes 296.2 and 296.3). The proportion of discharges 
of patients with other depressive diagnoses (ICDA-8 
codes 296.0 [involutional melancholia], 296.2 [manic- 
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FIGURE 2. Discharges of Patients With Depression From Short-Stay 
Nonfederal General Hospitals, _970—1987° 
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“Data are from the National Hospital Discharge Survey. Depressive 
disorders include codes 296.0, 296.2, 298.0, and 300.4 in ICDA-8 
and 296.2, 296.3, 296.5, 29&.0, 300.4, and 311 in ICD-9-CM. 
Neurotic depression is code 300.4 in ICDA-8 and [[D-9-CM. Major 
depression includes codes 296.2 and 296.3 in ICD-9-CM. l 


depressive psychosis, depressed], and 238.0 [reactive 
depressive psychosis] and ICD-9-CM codes 296.5 [bi- 
polar affective disorder, depressed], 298.0 {depressive 
type psychosis], and 311 [depressive disorder not else- 
where classified]) remained essentially unchanged ifig- 
ure 2). To help clarify these time trends, a brief review 
is presented of some salient intervening modifications 
in the classification of depression. 

One of the most common diagnoses in DSM-II and 
ICDA-8 was neurotic depression. Because its clinical 
criteria were found to be overly broad and lacking in 
conceptual clarity (8, 9), DSM-III abandoned neurotic 
depression (DSM-II code 300.4). In its place, DSM-III 
defined a new diagnosis, dysthymic disorder (code 
300.40), a low-grade unipolar depression of long du- 
ration. Dysthymic disorder was conceptually much 
narrower than the older neurotic depression, and over 
time dysthymia according to DSM-III (neurotic depres- 
sion according to I[CD-9-(CM) was less often diagnosed. 

A second change in the classification of depression 
was the creation in ICD-9-CM and DSM-III of major 
depressive disorder (codes 296.2 and 296.3). This di- 
agnosis was broader than its ICDA-8 or DSM-II pre- 
decessor manic-depressive psychosis, depressed type 
(code 296.2). Manic-depressive psychcsis, depressed 
type, was a chronic condition, but major depressive 
disorder required only a 2-week pericd of affective 
symptoms. Soon after its introduction, major depres- 
sive disorder became the most commoz diagnosis of 
depression in inpatient general hospital psychiatry. 

Thompson et al. (5) excluded patients with neurotic 
depression from their count of the severely mentally ill. 
When DSM criteria are rigorausly appl:ed, a substan- 
tial number of patients with DSM-III neurotic depres- 
sion meet criteria for DSM-III major depression (10). 
Excluding patients with neurotic depression, therefore, 
may result in underestimating the numter who suffer 
from severe illness. At the same time, hc-wever, includ- 
ing all patients with major depression diagnosed ac- 
cording to DSM-III or ICD-3-CM among counts of 
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the severely mentally ill may render estimates spuri- 
ously high. With the present data, there is no reliable 
means of discriminating the depressed inpatients with 
severe as opposed to nonsevere conditions. 


Bipolar Spectrum Disorders 


ICDA-8 did not distinguish severely depressed pa- 
tients who had had previous manic episodes from 
those who had not had such episodes. For this reason, 
it is not possible to estimate the number of discharges 
during the ICDA-8 period of patients who suffered 
from an illness equivalent to bipolar disorder as de- 
fined in DSM-III or ICD-9-CM. However, an approx- 
imate equivalency exists between individuals diag- 
nosed in the DSM-IT and ICDA-8 period as having 
manic-depressive illness, manic type (code 296.1), or 
manic-depressive illness, circular type (code 296.3), 
and those diagnosed in the DSM-III and ICD-9-CM 
period as having bipolar disorder, manic (code 296.4), 
or bipolar disorder, mixed (code 296.6). Silverstein et 
al. (10) found that more than 80% of patients who met 
criteria for either DSM-II diagnosis (codes 296.1 and 
296.3) also met criteria for one of the DSM-III diag- 
noses (codes 296.4 and 296.6). 

The number of patients with nondepressed bipolar 
spectrum disorders increased markedly from an esti- 
mated 6,000 discharges in 1970 (0.6% of the dis- 
charges of patients with psychiatric diagnoses) to 
57,000 discharges (3.2% of the discharges of patients 
with psychiatric diagnoses) in 1987. 


Schizophrenia 


The proportion of psychiatric patients discharged 
with schizophrenic diagnoses remained essentially con- 
stant between 1970 and 1987. As shown in figure 1, 
the percentage of mentally ill patients with schizophre- 
nia ranged from a high of 13.6% in 1977 to a low of 
9.4% in 1982. Because of the absolute increase in the 
number of discharges of patients with psychiatric di- 
agnoses over time, the number of patients with a pri- 
mary discharge diagnosis of schizophrenia increased 
from 128,000 in 1970 to 185,000 in 1987. 

The subtypes of schizophrenia in DSM-II match 
those in ICDA-8. In the shift from ICDA-8 to ICD-9- 
CM, there were no substantial modifications. How- 
ever, the transition from DSM-II to DSM-III included 
several classificatory changes that narrowed the spec- 
trum of disorders in the schizophrenia group. For ex- 
ample, DSM-III classified patients with a short total 
duration of symptoms as having schizophreniform dis- 
order (code 295.40), bat the ICD-9-CM classification 
would be acute schizcphrenic episode (code 295.4). 
DSM-III classified patients with low-grade and stable 
schizophrenic spectrum symptoms as having schizo- 
typal personality disorder (code 301.22), but ICD- 
9-CM continued to use the simple schizophrenia 
classification (code 295.0). DSM-III also created a cate- 
gory for mixed and atypical conditions (schizoaffective 
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disorder, code 295.70), but ICD-9-CM continued to 
use the classification schizophrenia, schizoaffective 
type (code 295.7). For the most part, these classifica- 
tory changes did not move substantial numbers of pa- 
tients either into or out of the broad category of schizo- 
phrenia under ICDA-8 or ICD-9-CM. 

In addition to changes in. classification, DSM-III 
also included changes in the definition of schizophre- 
nia. Perhaps the most important of these was the ex- 
clusion of patients with a full affective syndrome be- 
fore the onset of psychotic symptoms. Possible 
consequences of this change are addressed in the Dis- 
cussion section. 


Paranoid Disorder and Other Nonorganic Psychoses 


The proportion of discharges from general hospitals 
of patients with psychiatric diagnoses represented by 
patients with paranoid disorders or other nonorganic 
psychoses (ICDA-8 and ICD-9-CM codes 297-299) 
remained essentially unchanged between 1970 and 
1987. The proportion of discharges of patients with 
paranoid disorders or other nonorganic psychoses 
ranged from 3.1% to 4.3% (other psychoses in figure 1). 

In these two quantitatively minor disease categories, 
the diagnoses in ICDA-8, ICD-9-CM, and DSM-II dif- 
fer only in detail from one another. The changes from 
DSM-II to DSM-III, although conceptually more sub- 
stantial, did not appreciably influence the distribution 
of discharge diagnoses. 


DISCUSSION 


During the 1970s and middle 1980s there was an 
impressive expansion in the volume of inpatient psy- 
chiatric patients treated in general hospitals. The pro- 
portion of general hospital patients given psychiatric 
diagnoses increased by more than half, and their ab- 
solute number nearly doubled. At the same time, the 
occupancy rate in nonfederal short-stay hospitals fell 
from 78.0% in 1970 to 64.9% in 1987 (11). General 
hospital administrators, perhaps in an effort to fill 
empty beds, chose to expand their provision of inpa- 
tient psychiatric services. However, concern soon de- 
veloped that the patients receiving treatment in general 
hospitals were becoming more severely ill. 

The current analysis confirms that in fact there has 
been a recent increase in the. number of psychiatric 
general hospital inpatients with severe diagnoses. 
However, this increase has been nearly balanced by 
increases in patients with nonsevere psychiatric diag- 
noses. Specifically, the proportion of general hospital 
patients diagnosed as suffering from depression, schizo- 
phrenia, paranoid psychoses, and other nonorganic 
psychoses has remained relatively constant. One nota- 
ble exception to this trend is a recent increase in the 
proportion of general hospital. psychiatric patients di- 
agnosed with nondepressed bipolar conditions. Be- 
cause of changes in classification it is not possible to 
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discern whether this increase represents a reclassifica- 
tion of patients who in an earlier era would have re- 
ceived other diagnoses (12) or whether this growth 
represents an actual increase in the treated prevalence 
i patients with mania and related affective conditions 
13). 

The observed stable proportion of schizophrenic in- 
patients runs counter to reports that the diagnosis of 
schizophrenia has recently become less common (14, 
15). At one major university hospital, the percentage 
of patients diagnosed with schizophrenia fell by nearly 
half in the decade surrounding the change from 
DSM-III to DSM-III (14). A similar trend has been 
noted at Veterans Administration inpatient facilities 
(15). These reports, which are in accord with the con- 
ceptual narrowing of schizophrenia (12, 16), appear to 
be in conflict with the current finding that the propor- 
tion cf schizophrenic inpatients in general hospitals 
has remained nearly constant. One explanation for this 
apparent contradiction is that the changes in diagnos- 
tic criteria embodied in DSM-III have had a substan- 
tially greater impact on university-affiliated hospitals 
than on hospitals without university affiliation. Sur- 
veys of U.S. psychiatrists demonstrate that the criteria 
actually used to diagnose schizophrenia have been rel- 
atively uninfluenced by the change from DSM-II to 
DSM-III (17-19). 

When the diagnostic practices of psychiatric resi- 
dents and psychiatrists have been compared, residents 
have been found to be more heavily influenced by the 
changes introduced in DSM-III (19). At university hos- 
pitals. where residents make a large proportion of the 
diagnoses, changes in nosology would be expected to 
have a substantial impact on the pattern of recorded 
diagnoses, In a national sample, such as in the current 
study, the diagnostic practices of residents may be di- 
luted by those of established psychiatrists, which are 
less sensitive to nosologic developments. 

A second explanation is that the observed constant 
proportion of discharges of patients with schizophre- 
nia diagnoses conceals an underlying increase in the 
number of patients who would be diagnosed as suf- 
fering from schizophrenia by the older, less restrictive 
DSM-II criteria. This explanation hypothesizes that 
psychiatrists did in fact tighten their criteria for schizo- 
phreria under DSM-III, but that this change was offset 
by a more severely ill patient population. One conse- 
quence of these events would be an accumulation of 
discharges of patients with psychotic diagnoses other 
than schizophrenia. This supposition is consistent with 
the notion that the increase in discharges of patients 
with nondepressed bipolar diagnoses is attributable to 
a reclassification of patients who in the earlier period 
would have been given a diagnosis of schizophrenia. 

Diagnosis is only a rough index of the severity of 
illness. Functional disability and duration of illness are 
other key dimensions that are not measured in the cur- 
rent study (20). Some patients may have “severe diag- 
noses,” but it may be misleading to categorize them as 
severely mentally ill because their course of illness is 
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not prolonged or seriously impairing. On the other 
hand, many individuals, such as those with severe per- 
sonality disorders or substance use disorders, may 
experience severe disabling illnesses. A more complete 
assessment of the severity of illness should also take 
into account the extent and availability of social sup- 
ports and economic resources. 

A somewhat broader perspective on the composition 
of general hospital psycaiatric inpatient admissions 
can be gleaned from the periodic sample surveys con- 
ducted by NIMH. These surveys reveal that between 
1980 and 1986, the percentage of involuntary admis- 
sions (15.8% in 1980 and 15.3% in 1986) and the 
percentage for which no payment was expected (3.6% 
in 1980 and 3.4% in 19&6) remained essentially con- 
stant while the percentage of admissions with previous 
psychiatric hospitalizations (70.1% in 1980 and 
62.6% in 1986) actually declined (unpublished data 
from the Statistical Research Branch, Division of Ap- 
plied and Services Research, NIMH). Unfortunately, 
comparable data from earlier years are not available, 
and the NIMH surveys do not sample general hospital 
psychiatric patients treated outside of psychiatric 
units. However, these data do support a stability in the 
severity of illness of the psychiatric patient population 
treated in general hospitels between 19&0 and 1986. 

The complexities that surround the assessment of the 
severity of illness make clear that isolated diagnoses are 
of limited descriptive value. Future utilization surveys 
should include a wide range of easily obtained measures 
of the severity of illness that are based on readily observ- 
able events and behaviors. Knowledge of variables such 
as route of admission (emergency room, direct, or trans- 
fer), housing status before admission, global level of 
functioning (axis V from DSM-III-R), and treatment sta- 
tus before admission would increase our understanding 
of who receives treatment. A mere precise picture of who 
receives inpatient care will in turn better inform mental 
health service planning. 
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- Stressful Life Events and Symptom Onset in HIV Infection 


Ronald C. Kessler, Ph.D., Cindy Foster, M.P.H., Jill Joseph, Ph.D., 
David Ostrow, M.D., Ph.D., Camille Wortman, Ph.D., 
John Phair, M.D., Ph.D., and Joan Chmiel, Ph.D. 


Objective: The authors’ goal is to provide basic epidemiologic data on the issue of reac- 
tivity to stress and HIV symptom onset by studying the relationship between a broad set of 
naturally occurring stressor events and HIV natural history in a large longitudinal comntm- 
nity sample of HIV-seropositive homosexual men. Method: Subjects were recruited from a 
cohort of 1,011 homosexual men enrolled in the Chicago site of the Multicenter AIDS 
Cohort Study who also participated in the Coping and Change Study. The men were giv2n 
self-administered questionnaires assessing behavioral, psychological, and psychosocial va-i- 
ables. Relationships between reports of stressful life events and longitudinal biomedical data 
measuring illness progression were examined. Life events were assessed by reports on te 
numbers of lovers, friends, and acquaintances who were diagnosed with AIDS or had dizd 
of AIDS and by scores on a checklist of 24 more general serious stressor events. The variabses 
indicating progression of illness among initially asymptomatic men were a drop in T-hel-er 
lymphocyte percent (CD4%) between pairs of examinations of at least 25% and onset 
between examinations of thrush andlor fever lasting a minimum of 2 weeks. Results: The 
authors found no evidence that serious stressor events have any meaningful effect on symp- 
tom onset indicated by either a drop in CD4% or onset of fever or thrush. Conclusiors: 
There is no need for asymptomatic people with HIV infection to restrict their lives in oraer 
to avoid exposure to stressful life experiences or to develop special skilis for coping wath 


stress to forestall the progression of HIV illness. 


(Am J Psychiatry 1991; 148:733-738) 


here is currently a great deal of scientific interest 

in the possibility that stressful life experiences are 
capable of altering the course of HIV infection by in- 
fluencing immune function (1). Although there is little 
direct evidence for this possibility, the urgency of the 
problem has led to the development of several stress 
inoculation interventions aimed at improving host re- 
sistance among HIV-seropositive homosexual men (2; 
unpublished 1988 study of M.A. Fletcher et al.). Fur- 
thermore, a great many homosexual men, aware of the 
possibility that reactivity to stress might influence the 
course of HIV infection, have invested in books, tapes, 
and classes that purport to teach methods of influ- 
encing immune function by controlling stress (3). The 
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scientific basis for suspecting that stress might affect 
the course of HIV infection is found in reséarch doc- 
umenting an effect of stress on the course of herpes 
virus infection (4—8). Certain similarities between HIV 
and herpes viruses have led to the suggestion that sim- 
ilar reactivity to stress might be found for HIV. For 
example, both HIV and herpes viruses are capable of 
latent infection, and analogous methods of reactiva- 
tion have been demonstrated (1). Furthermore, in vitro 
studies have provided direct evidence of possible 
stress-mediated initiation of HIV replication (9). 

In the light of this provocative laboratory evidence, 
one would expect to find many epidemiologic re- 
searchers examining the relationship between stress 
and course of HIV infection in naturakHstic studies. 
However, T.J. Coates et al. (unpublished 1989 study) 
are, to our knowledge, the only investigators to have 
examined this association. Their results documented 
that HIV-seropositive homosexual men who reported 
the death of friends and Jovers from AICS were more 
likely than men who did not experience these losses to 
have subsequent increases in HIV-related symptoms 
over a follow-up period of several years. Illness pro- 
gression was particularly sronaunced among men who 


733 


STRESS IN HIV INFECTICN 


reported the most extreme grief reactions. On the basis 
of this evidence, Coates et al. called for clinical trials to 
develop effective stress intervention programs among 
HIV-seropositive individuals. 

A limitation that makes it difficult to interpret the 
results of this study urequivocally is that the measure 
of stress (death of friends and lovers from AIDS) is also 
an indicator of involvement with HIV-infected individ- 
uals and, possibly, risky sexual practices. This involve- 
ment may be associated with earlier infection. Since 
duration of infection is known to be the best predictor 
of AIDS onset, this confounding could readily explain 
the relationship found by Coates et al. (unpublished 
1989 study) between stress and course of illness. An 
obvious solution to this problem would be to study the 
effects of stresses that are not confounded in this way. 
This is the purpose of the present report, which exam- 
ines the relationship between a broad set of naturally 
occurring stressor everts and HIV natural history in a 
large longitudinal community sample of HIV-seropos- 
itive homosexual men. 


METHOD 


Participants in this study were recruited from a co- 
hort of 1,011 homosexual men enrolled in the Chicago 
site of the Multicenter AIDS Cohort Study. The Mul- 
ticenter AIDS Cohort Study is a collaborative biomed- 
ical study designed to investigate the natural history of 
AIDS by collecting semiannual medical and laboratory 
data from participants (10). Additionally, Chicago site 
subjects were invited to participate in the Coping and 
Change Study, an investigation of psychosocial issues 
funded by the National Institute of Mental Health. 
Those agreeing to participate were given a self-admin- 
istered questionnaire shortly after each Multicenter 
AIDS Cohort Study examination to assess a wide range 
of behavioral, psychological, and psychosocial varia- 
bles. More than 98% cf the subjects in the Multicenter 
AIDS Cohort Study also participated in the Coping 
and Change Study. The mean age of these subjects was 
35 years at recruitment. Their mean educational level 
was 16.5 years; 93% were white non-Hispanic, and 
their mean income was approximately $25,000 (1984— 
1985 dollars). 

Although blood samples were obtained at each Mul- 
ticenter AIDS Cohort Study visit, serologic test results 
were not available until between waves 4 and 5, which 
means that very few of the men knew their serologic 
status during the first 2 to 3 years of the study, the time 
interval covered in this report. Men who were sero- 
positive at baseline were, on average, approximately 2 
years younger than seronegative men (t=3.4, df=778, 
p<0.01), had approximately 1 year less education (t= 
6.5, df=753, p<0.01}, and were 5% less likely to be 
white (t=2.3, df=749, p<0.02). 

The current investigation examines relationships be- 
tween reports of stressful life events (obtained in the 
Coping ` and Change Study psychosocial question- 
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naires) and longitudinal biomedical data measuring ill- 
ness progression (obtained in the Multicenter AIDS 
Cohort Study examination). Life events were assessed 
in two different series of questions. In the first, subjects 
in each wave were asked to, report the numbers of 
lovers, friends, and acquaintances who were diagnosed 
as having AIDS or had died of AIDS over the 6-month 
recall period (six separate reports). A summary count 
of all these AIDS diagnoses and/or deaths in the sub- 
ject’s social network was included as one measure of 
stress. Second, a checklist of 24 more general serious 
stressor events (e.g., foreclosure of a mortgage, job 
loss, death of a parent) experienced over the same re- 
call period was included in each wave. This checklist 
was developed on the basis of pilot research with focus 
groups of homosexual men and with the help of a 
community advisory panel (11). A summary count of 
all events reported on this checklist was included as the 
second measure of stress. 

Two outcome variables were included to indicate 
progression of illness among initially asymptomatic 
HIV-seropositive men: 1) a decrease in T-helper lym- 
phocyte percent (CD4%) between pairs of examina- 
tions of at least 25% of the value at the earlier exam- 
ination and 2) onset between'examinations of thrush 
and/or fever lasting a minimum of 2 weeks. Both 
symptoms have been shown to predict illness in longi- 
tudinal examination of AIDS onset (12, 13). These lon- 
gitudinal investigations showed that reduction of CD4 
is one of the most important prognostic indicators of 
progression of HIV infection and that CD4% is a bet- 
ter predictor than either the number of CD4 or the 
CD4-CD8 ratio (12). A CD4% drop of 25% or more 
among HIV-seropositive men is usually associated 
with progression of illness (14). Longitudinal investi- 
gations also show that thrush.and fever are more reli- 
able indicators of subsequent decline in functioning 
than other HIV-related symptoms (13). In an effort to 
limit the focus to the subsample of men with initially 
normal CD4 status, the analysis of drop in CD4% was 
restricted to men with baseline CD4% levels equal to 
or greater than the mean in the HIV-seronegative sub- 
sample (45%). The analysis of thrush and/or fever was 
restricted to men who reported neither symptom at 
wave 1. All HIV-seropositive individuals were seropos- 
itive at wave 1, and all HIV-seronegative individuals 
were consistently seronegative through wave 5. This 
means that the small number of men who serocon- 
verted between waves 1 and 5:were excluded from the 
following analyses. 


RESULTS 


1 
ł 


Distributions of Symptoms 
Table 1 shows the conditional probabilities of symp- 


tom onset between waves 1 and 5 for subjects who 
were asymptomatic at wave 1 (i.e., those who had nor- 
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TABLE 1. HiV-Seropositive and HIV-Seronegative Homosexual Men Who Experienced a CD4% Decrease or Developed Thrush and/or Fever 


During the Multicenter AIDS Cohort Study 


SE ee ane 


Seropositive 


Number Without 
Symptom at Earlier 
Symptom Wave 
CD4% decrease of at least 25% 
Between waves 1 and 2 61 
Between waves 2 and 3 22 
Between waves 3 and 4 13 
Between waves 4 and 5 12 
Between waves 1 and § 108 
Development of thrush and/or fever 
Between waves 1 and 2 302 
Between waves 2 and 3 284 
Between waves 3 and 4 252 
Between waves 4 and § 221 
Between waves 1 and 5 1,059 


Seronegative 

With Symptom With Symptom 
at ee Wave Number Without at pe Wave 
a Symptom at ———___—— 
N % Earlier Wave N Yo 
21 34.4 235 14 6.0 

2 9.1 204 6 2.9 

1 ZT 37 2 5.4 

3 25.0 8 2 25.0 
27 25.0 484 24 5.0 
22 7.3 329 13 4.0 
22 PAF 356 28 7.9 
22 8.7 347 11 3.2 
18 8.1 52 2 3.8 
84 7.9 1.084 54 5.0 





mal CD4% levels at the earlier wave of each wave pair 
but whose CD4% decreased between examinations by 
25% and those who had neither thrush nor fever at the 
earlier wave of each wave pair but who, between ex- 
aminations, developed one and/or the other lasting a 
minimum of 2 weeks). The vast majority of the sub- 
jects who either experienced a decrease in CD4% or 
developed thrush and/or fever continued to have these 
symptoms throughout the rest of the study period. As 
a result, all subjects who became symptomatic during 
a particular wave were excluded from analyses in sub- 
sequent waves. For example, the two HIV-seropositive 
men who had a CD4% decrease between waves 2 and 
3 represent 9.1% of the 22 men with normal CD4% 
levels at wave 2, and the one HIV-seropositive man 
who had a CD4% decrease between waves 3 and 4 
represents 7.7% of the 13 men with normal CD4% 
levels at wave 3. The numbers of subjects in the CD4% 
analyses are much smaller than the numbers in the 
thrush/fever analyses because the number of men who 
already had abnormal CD4% levels at wave 1 (and 
were consequently excluded from the analyses) was 
considerably greater than the number with thrush 
and/or fever at wave 1. 

As one would expect, the risk of developing each 
symptom was generally much higher among HIV-se- 
ropositive men than among HIV-seronegative men. 
The percentages within each of these groups (i.e., se- 
ropositive and seronegative men) were quite similar 
over time for thrush and/or fever, indicating that the 
risk for this type of symptom in this sample did not 
vary as a function of time since infection. The percent- 
ages were more variable over time for the decrease in 
CD4%. The most striking sign of this variability was 
the substantially higher percentage of HIV-seroposi- 
tive men at waves 1 and 2 than at later intervals who 
experienced a 25% drop in CD4%. This change may 
represent an increasing robustness in the asympto- 
matic men between the initiation of the study (summer 
1984) and the end of the fifth wave of data collection 
(winter 1987), or it might reflect a change in the risk of 
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progression of illness at different times after initial in- 
fection. The absence of data on time of infection makes 
it impossible for us to discriminate between these two 
possibilities. 

The distributions of stressor events are presented in 
table 2 for the same groups of men reported in table 1. 
In general, HIV-seropositive men reported more deaths 
from or diagnoses of AIDS in their social networks 
than did HIV-seronegative men. Furthermore, among 
the H[V-seropositive men, the comparatively more 
healthy men in the CD4% analvsis—all of whom had 
normal CD4 levels at the earlier wave in which they 
were included—reported a much lower mean number 
of AIDS diagnoses and/or deaths in their social net- 
works than did the HIV-seropositive mer: included in 
the thrush/fever analysis. Both of these patterns are 
consistent with the possibility that men who report 
more AIDS diagnoses and/or deaths in their social net- 
work are likely to have become infected at an earlier 
point in the epidemic. This would create a spurious 
association between these events and disease progres- 
sion. In comparison, there were no meaningful differ- 
ences among groups in mean number of other serious 
stressor events. 


Relationship Between Stresses and Symptoms 


Logistic regression equations were estimated to ex- 
amine the relationship between the occurrence of 
stressful life events and each of the two symptoms be- 
tween waves 1 and 2, 2 and 3, 3 and 4, and 4 and 5. 
In each analysis, men who did not have the symptom 
at the earlier wave were analyzed to assess the impact 
of intercurrent life events on either drop in CD4% or 
onset of thrush and/or fever. All equations included 
controls for initial number of CD4, number of recent 
experiences of receptive anal intercourse, and condom 
use in an effort to remove the confounding influences 
of these exogenous variables on the relationship be- 
tween stresses and symptoms. hace 

Separate analyses of each wave-pair yielded results 

yo ae te Py 


X 


STRESS IN HIV INFECTION 
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i 
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TABLE 2. Measures of Stress in HIV-Seropositive and HIV-Seronegative Homosexual Men Who Experienced a CD4% Decrease or Devel- 


oped Thrush and/or Fever During the Multicenter AIDS Cohort study 


Seropositive 


AIDS Diagnoses 
and Deaths in 
Social Network* 


Symptom Mean SD 
CD4% decrease of at least 25% 
Between waves 1 and 2 1.15 3.29 
Between waves 2 and 3 0.32 0.57 
Between waves 3 and 4 1.62 2.22 
Between waves 4 and § 6.58 1.16 
Between waves 1 and 5 0.97 2.65 
Development of thrush and/or fever 
Between waves 1 and 2 1.43 4.23 
Between waves 2 and 3 1.79 4.57 
Between waves 3 and 4 1.79 3.71 
Between waves 4 and 5 3.86 13.66 
Between waves 1 and 5° 2.12 F232 


Seronegative 


AIDS Diagnoses 


Other Serious and Deaths in Other Serious 


Stressors Social Network? Stressors 

Mean SD Mean ; SD Mean SD 
1.03 1.48 0.56 '2.58 0.98 1.32 
0.77 1.51 0.98 2.17 0.92 1.16 
0.62 0.96 0.70 (1.94 0.78 1.25 
0.17 0.58 0.25 -0.71 1.13 1.65 
0.83 1.38 0.74 2.35 0.94 1.25 
1.00 1.49 0.54 02.51 0.92 1.26 
0.83 1.34 0.87 12.00 0.78 1.11 
0.72 1.26 1.02 [2.532 0.84 1.30 
0.67 1.12 1.25 3al 0.79 1.46 
0.82 1.33 0.84 2.41 0.84 1.24 





*Seropositive men who experienced a CD4% decrease between waves 1 and 5 reported fewer AIDS diagnoses and/or deaths in their social 

networks than seropositive men who developed thrush and/or fever between waves 1 and 5 (t=1.62, df= 1165, 1.S.). 

Seropositive men reported more AIDS diagnoses and/or deaths in their social networks than did seronegative men (t=0.9, df=590, n.s.). 
“Seropositive men reported more AIDS diagnoses and/or deaths in their social networks than did seronegative men (t= 5.4, df=2141, p<0.01). 


TABLE 3. Longitudinal Relationship of Stressful Life Events to CD4% Decrease and Development of Thrush and/or Fever in the Multi- 


center AIDS Cohort Study 


Seropositive | Seronegative 
95% Confidence ! 95% Confidence 

Symptom and Stress Odds Ratio Interval Odds Ratio Interval 
CD4% decrease of at least 25% 

AIDS diagnoses and/or deaths in social network 1.70 0.97-—2.97 0.78 0.40-1.52 

Other serious stressors 0.65 0.39-1.08 1.02 0.78-1.33 
Development of thrush and/or fever ! 

AIDS diagnoses and/or ceaths in social network 0.95 0.78—1.16 1.00 0.72-1.39 

Other serious stressors 0.89 0.73-1.07 0.81 0.64—1.04 


with low statistical power. Consequently, results were 
pooled across all four wave-pairs. The fact that a 25% 
decrease in CD4% or the onset of thrush and/or fever 
in a given wave led to the exclusion of a subject from 
subsequent waves (table 1) means that the analysis of 
the pooled data is functionally equivalent to a discrete- 
time survival model with time-dependent covariates 
(15). Power was increased by the procedure of pooling 
the data across. waves, although power to detect a two- 
fold increase in the odds of a drop in CD4% associated 
with exposure to stressful life events was still only 0.44 
in the pooled data, compared with a power of 0.84 to 
detect a similar impact on the onset of thrush and/or 
fever. The results of the analysis of the drop in CD4%, 
therefore, must be interpreted with caution. 

Parallel analyses were conducted among HIV-sero- 
negative men to determine whether the observed pat- 
terns were unique to men infected with HIV. The com- 
paratively large number of HIV-seronegative men in 
the cohort created acceptable statistical power for 
evaluating the effects of stressor events on both symp- 
toms (0.91 for drop in CD4% and 0.79 for develop- 
ment of thrush and/or fever). 

Table 3 presents summary results of the logistic re- 
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gression analyses based on the pooled data. The effects 
of the control variables are not reported in this table, 
and the logistic regression coefficients associated with 
the stress measures have been exponentiated to create 
odds ratios. None of the stress odds ratios was mean- 
ingfully different from 1.0 in the group of HIV-sero- 
negative men. None of the four odds ratios exceeded 
the bounds of the 95% confidence interval for the 
HIV-seropositive men. However, the odds ratio be- 
tween AIDS diagnoses and/or deaths in the social net- 
work and subsequent drop in CD4% was fairly large 
in substantive terms among the HIV-seropositive men, 
and these stress and symptom variables are similar to 
those used by Coates et al. (unpublished 1989 study) in 
an analysis that documentedia significant longitudinal 
association between stress and progression of HIV ill- 
ness. It is conceivable that this represents a meaningful 
association that was not assessed powerfully in our 
sample. 

As noted earlier in this paper, there are at least two 
substantive interpretations of an association between 
AIDS diagnoses and/or deaths and progression of HIV 
illness. The first i interpretation, which was emphasized 
by Coates et al., is that major stressful experiences 


| 
| 
| 
l 
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lower host resistance by affecting immune function. If 
this were the case, however, we would expect to see the 
same kind of effect for other major stresses, which we 
do not. It is noteworthy in this regard that analysis of 
the Multicenter AIDS Cohort Study data shows that 
AIDS diagnoses and/or deaths and other major stresses 
have similar effects on a screening scale of depression, 
suggesting that these two different sets of life events are 
experienced subjectively as being equally stressful. On 
the basis of this finding, we suspect that the first inter- 
pretation is incorrect. 

The second interpretation is that exposure to AIDS 
diagnoses and/or deaths is associated with personal 
risk behaviors which cause the progression of illness 
and lead to a spurious association between this partic- 
ular measure of stress and progression of illness. If the 
stress interpretation is the correct one, we would ex- 
pect the odds ratios to be progressively larger as we go 
from AIDS diagnoses and/or deaths that occurred to 
acquaintances, friends, and lovers because the subjec- 


tive sense of loss would increase with closeness. If, on’ 


the other hand, the second interpretation is the correct 
one, we would expect just the opposite pattern of re- 
sults Lecause early infection would be more strongly 
associated with the number of acquaintances and 
friends who died of AIDS death or were diagnosed as 
having AIDS than with number of lovers. The data are 
consistent with the second interpretation: for the HIV- 
seropcsitive men, the odds ratios between AIDS diag- 
noses and/or deaths of acquaintances, friends, and lov- 
ers were 3.00 (95% confidence interval=0.77—11.67), 
1.77 (0.43-7.33), and 0.72 (0.24—2.09), respectively. 

Additional analyses were carried out to determine 
whether the results for longitudinal relationships were 
robust. All models were estimated again with dichot- 
omous versions of the stress measures (none versus one 
or more events) rather than the continuous measures 
used originally. A number of different weighing schemes 
were examined to evaluate the possibility that some of 
the events in the summary stress scales affected illness 
progression more powerfully than others. Interaction 
models were estimated to determine whether the asso- 
ciations were stronger in some wave-pairs than others. 
Analyses were carried out to determine whether the 
effects of stress occurred over a lag of 1 year rather 
than 6 months. Different cutoff points for a decrease in 
CD4% were investigated in the range of 20% to 40%. 
None of these analyses yielded evidence for an influ- 
ence of stress on either decrease in CD4% or develop- 
ment of thrush and/or fever. 


DISCUSSION 


It is important to realize that the analysis presented 
here has focused on a particular cohort at a particular 
time since exposure to HIV. We lack information on 
exactly when each of the HIV-seropositive men in the 
sample became infected, since each of them was sero- 
positive at the time of the wave 1 data collection. We 
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do know, however, that all of these men were still 
healthy in the summer of 1984, when the Multicenter 
AIDS Cohort Study subjects were assembled. There 
were other men who developed symptoms of HIV in- 
fection by that time and who presumably serocon- 
verted at the same time as Multicenter AIDS Cohort 
Study participants. It is possible that exposure to seri- 
ous stressor events played some part in the rapid onset 
of symptoms among those who had early onsets of 
illness. It is also possible that stress will come to play 
an important part in symptom cnset in the Multicenter 
AIDS Cohort Study part:cipants as we follow them 
over a longer period of time. For now, however, we are 
unable to detect any evidence that serious stressor 
events play a meaningful part in symptom onset 
among initially HIV-seropositive men in this cohort. 

HIV-seropositive individuals and their health care 
providers can take some comfort in these results be- 
cause they suggest that there is no need for asympto- 
matic people with HIV infection to restrict their lives 
in order to avoid exposure to stressful life experiences, 
nor a need to develop special skills for coping with 
stress in an effort to forestall the progression of HIV 
illness. The results also suggest that intervention pro- 
grams designed to help people with HIV infection cope 
with stress are unlikely to be useful in prolonging 
health. This is not to suggest that such programs are 
unimportant. There is good evidence that HIV-sero- 
positive people are under enormous stress (16) and 
that stress intervention programs can play an impor- 
tant part in improving their quality of lite (2; unpub- 
lished 1988 paper by M.A. Fletcher et al.. The burden 
of maintaining physical health in the face of HIV in- 
fection, however, should not be seen as a goal or likely 
outcome of these programs. 
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The Psychiatrist’s Role, Responses, and Responsibilities 
When a Patient Commits Suicide 


Neil S. Kaye, M.D., and Stephen M. Soreff, M.D. 





The suicide of a patient is not an infrequent event in a psychiatrist’s practice, and :t has a 
major impact on the clinician as well as on the patient’s family and the hospital staff. Dealing 
with a patient’s suicide is a neglected topic in residency training, and many psychiatrists are 
never taught how to cope with such a situation. The authors review the relevant literature and 
draw on this as well as on their own clinical experience to recommend specific interventions. 
They point out that the psychiatrist has a leadership role and a number of respcnsibi-ities in 
the aftermath of a suicide, including notifying the family, the hospital staff, hospital officials, 
and patients who knew the deceased patient; meeting with the family, the staff, and the patients 
to encourage discussion and venting of feelings; attending the funeral; and accurately docu- 
menting events in the medical record. The psychiatrist should also attend to his or her own 
needs by seeking support from a colleague and should ensure that a psychological autopsy is 
performed in order to facilitate learning, improve care of patients in the future, and help bring 
about closure for the psychiatrist so that the quality of his or her care of other patients is not 


compromised. 
(Am J Psychiatry 1991; 148:739-743) 


uicide stands as a most powerful, indelible event. 

The thought of a patient making a successful suicide 
attempt continues to strike fear in the hearts of physi- 
cians despite years of training and research (1-3). How- 
ever, if a psychiatrist is in practice long enough, it is 
reasonably likely that he or she will have a patient who 
commits suicide. Chemtob et al. (4) reported that in 
their national survey, 51% of the responding psychia- 
trists had had a patient who committed suicide. Patients 
with affective disorders have a suicide rate of 15%, and 
those with schizophrenia have a suicide rate of 10% (5). 
In spite of the frequency of this event, it remains difficult 
to discuss. 

A patient’s suicide can be more devastating when it 
occurs while the psychiatrist is in training (6, 7). Brown 
(6) found that 33% of the psychiatric residents in his 
study had had a patient who committed suicide. He 
noted the residents’ vulnerabilities during training, and 
he found that among those who had experienced a pa- 
tient’s suicide, 77% felt that the impact was “severe” or 
“strong,” and 62% felt that it had a “major effect” on 
their development. Yet, rarely are residents specifically 
taught how to handle a suicide. Mentors infrequently 
discuss their own experiences in this area. 
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Perhaps it is even more devastating when the doctor- 
to-be experiences such an event while in medical schcol. 
Krueger (8) discussed the impact of a suicide on a medi- 
cal student and his colleagues, as well as ways of dealing 
with its repercussions. 

Lindemann (9), Caplan (10), and Silverman (11) em- 
phasized aid to the survivors in situazions where death 
has occurred. They based their interrentions partly on 
the premise that bereaved persons have a higher risk of 
morbidity and mortality than those who have not expe- 
rienced such a loss. Ness and Pfeffer (12) found that the 
survivors of individuals who commit suicide are par- 
ticularly in jeopardy. These families sustain a great sense 
of shock, engage in a protracted search for an explana- 
tion, have difficulty in talking about the loss, show pro- 
longed feelings of guilt, and become very isolated. Ad- 
ditionally, the family members themselves are at greater 
risk of suicide. 

Shneidman (13) coined the term “postvention” to de- 
scribe activities that serve to reduce tne aftereffects of a 
traumatic event. He emphasized the importance of psy- 
chiatric intervention after a suicide. Still, there remzins 
little in the literature to guide physicians in their conduct 
during this highly stressful time (3, 14-16). This paucity 
of information on procedure and p-otocol can prove 
particularly unfortunate as the psychiatrist and the 
other survivors wrestle with feelings cf shock and anger, 
the search for an explanation, and a sense of guilt (12). 

This article offers guidelines and recommendations to 
the psychiatrist especially and to ary psychotherapist 
who sustains the loss of a patient by suicide. Both of us 
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WHEN A PATIENT COMMITS SUICIDE 


have treated patients who committed suicide during or 
shortly after our psychiatric residencies. Using experi- 
ence gained in managing these cases, we outline some 
useful steps in managing the complex issues that emerge. 
Although each patient, situation, and clinician is unique, 
certain universal questions, issues, and events arise. 

It is important to emphasize that a patient’s suicide is 
a very personal event. Although many suicides will 
share themes, it is critical to be sensitive to the nuances 
of a case and to choose the appropriate postventions 
accordingly. We have organized these into five catego- 
ries: the family, the staff, other patients, the psychiatrist, 
and risk management. Many of the postventions will 
take place simultaneously, Nonetheless, the categories 
we have chosen provide a useful framework in which to 
conceptualize them. 


THE FAMILY 


The psychiatrist should contact the family as soon as 
possible. Whenever feasible, the contact should be in 
person and be in a quiet and private setting. The family 
should be allowed as much time as they need to ask 
questions and to begin grieving. If the psychiatrist is 
open with feelings about the event and the loss, the shar- 
ing may help them to discuss their own feelings. 

It is important to tell the family realistically that all 
that could have been done for the patient was done. For 
example, it is a consolation to the survivors that the 
paramedics acted “valiantly” and the trauma center 
used “heroic efforts” in attempts to save the patient. It 
is also important to tell them of all the efforts to treat 
the patient before the suicide. 

Each family member will respond uniquely to the 
death. Sometimes the family members seem to be in a 
hurry and to want to end the discussion quickly. When 
this happens, there is often value in helping them to talk 
about their reactions. At other times the family may be 
quite open and emotional, and just the presence of the 
psychiatrist is enough for the first meeting. They must 
be met “where they are,” yet the psychiatrist can set an 
example by creating an atmosphere in which everything 
can be discussed and they are given “permission” to 
grieve and to feel pain, sadness, anguish, and anger. 

A particularly useful question to explore with the 
family is whether they had any feelings that the patient 
would attempt and/or eventually succeed in committing 
suicide. Sometimes family members will! say they “felt” 
that the therapist was going to tell them about the sui- 
cide even before he or she told them anything. Families 
also sometimes “knew” from what the patient had said 
and done in the past that there might be a fatal outcome. 

Before ending the first meeting, the psychiatrist 
should let the family know how he or she can be reached 
and inquire about their expectations of help in the im- 
mediate future. These might include setting up another 
meeting and discussions about wakes, funerals, memo- 
rials, donations, and cards. 

The family will usually guide the therapist concerning 
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the appropriate duration of contact, but we suggest that 
. contact should be maintained at least through the fu- 


neral and until the autopsy results are available. Psychi- 
atric referrals are often indicated. 

Involving the clergy at once is perhaps one of the most 
productive interventions. They are skilled in these mat- 
ters and can provide essential support. Religion can pro- 
vide answers that medicine/science cannot. 

A natural death is often painful and difficult for a 
family to deal with, but a suicide can be extremely dif- 
ficult, devastating, and overwhelming for the survivors. 
An important part of the psychiatrist’ s job is to acknow- 
ledge to the family that the grieving process may be 
much harder, more complex, and more painful than it 
is for other deaths (12). “The survivor victims of suici- 
dal death are saddled with an unhealthy complex of 
emotions: shame, guilt, anger, perplexity” (13). 

Encouraging the family to ask the local media to re- 
spect their privacy and grief is often a successful maneu- 
ver. Most newspapers will not run an obituary twice. 
Therefore, if the family supplies the obituary, the news- 
paper is far less likely to write a more explicit version. 

The family often awaits the autopsy with the same 
anxieties as does the psychiatrist. It may be helpful to 
meet with the family to discuss the autopsy report. The 
psychiatrist’s availability, if only to interpret the medi- 
cal jargon, will usually be appreciated. 


THE STAFF 


The psychiatrist has an important responsibility to 
inform the hospital staff of the:death as soon as possible 
and help them deal with their feelings. In an inpatient 
unit, one of the most difficult tasks is notifying three 
shifts of staff members about the death. The technique 
is not unlike that used with the family. The members of 
the current shift and other available staff members 
should be gathered together and told as a group. It is 
also important to instruct this shift how the remaining 
shifts are to be notified. The psychiatrist should avoid 
casting blame and allow for group support and venting 
of emotions. Hodgkinson (16) has depicted the staffs 
bereavement and underscored the benefit to them of or- 
ganizational structural support. They should be made 
aware of the agenda for dealing with the death (the time 
of the funeral, memorial service, etc.) when this infor- 
mation is available. | 

There are a number of benefits for the staff in attend- 
ing the funeral and memorial services. Markowitz (17) 
has described these. Our experience is that families will 
not only accept staff members but welcome them. In one 
of our cases, the social worker who went to the funeral 
not only demonstrated the hospital’s concern for the 
family and was well appreciated by them but was also 
able to share with the treatment team how the family 
was doing and how they handled the funeral. The psy- 


chiatrist who attended the funeral (N.S.K.) felt wel- 


comed and had the pleasure of learning more by hearing 


others talk about the patient. - 
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The eulogy may introduce facets of the patient and 
his or her life about which the therapist was unaware; 
so may stories told by relatives and friends. It is sad but 
often true that one may come to know a person better 
at the funeral than one did during his or her life. 

Cards may be sent and donations made on a personal 
basis. In one of our cases, the family asked for all donations 
to be made to a local mental health outreach center. These 
gestures were warmly received by everyone and assured 
the staff that their efforts were appreciated. 

The reason a person takes his or her own life is a very 
private matter. Commonly, and often quite privately, staff 
members will review every aspect of their own and each 
others’ interactions and actions prior to the suicide. It is 
our experience that rarely has someone done something 
that specifically resulted in the suicide. Nonetheless, some 
staff members will feel personally responsible for the ac- 
tions of the patient. This requires group support and proc- 
essing and may take multiple meetings to understand. In 
one of our cases, the process of closure and healing was 
not completed until after a grand rounds presentation 
dealing with the issue 1 year later. 

We strongly support the use of a psychological 
autopsy as described by Litman et al. (18). A respected 
psychiatrist who is unfamiliar with the case should pre- 
side, and notes should be kept. There are two clear pur- 
poses of the psychological autopsy. The first is as a 
cleansing exercise to allow all feelings to be aired 
openly. The second is to allow for policy reform, for 
learning to take place, and for better patient care (19), 
Many institutions have a format for conducting a psy- 
chological autopsy as part of their policies and proce- 
dures manual. We encourage those that do not to de- 
velop such a format. 

The staff must also move on, so that the living patients 
do not feel abandoned. Over time, the acuteness of the 
feelings will be tempered, and both staff and patients 
will resume their previous routines. 


OTHER PATIENTS 


A rapid, organized meeting of all patients with the 
staff is crucial. The presence of the psychiatrist is im- 
perative. Patients will have many feelings, but especially 
important is their concern for the ability of the staff to 
help them, since in their eyes the staff may have been 
unable to save the deceased. Hodgkinson (16) pointed 
out the increased vulnerabilities of the other patients 
when a patient commits suicide. They may not only be 
overwhelmed by a host of intense feelings but also be at 
some risk of acting on their own suicidal desires and 
impulses. In fact, Cotton et al. (20) suggested canceling 
passes for the first few days after a suicide. 

Setting the stage by having both staff and patients 
share feelings is important and reinforces the sense of 
community of the inpatient ward. It is equally impor- 
tant to have them recognize the positive and negative 
aspects of the deceased—what they liked and disliked 
about the person. Patients may see the staff as weaker 
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as a result of the suicide, and this also needs to be rec- 
ognized. Decisions to keep the ward locked for an added 
feeling of security or to limit passes will need to be ad- 
dressed. If the person who committed suicide was an 
outpatient but was involved in a group, the procedures 
are much the same as for an inpatient setting. Ir. this 
case, however, it is likely that the members will have 
heard of the death from the media or from one another 
before the group convenes. It is important to make this 
the first topic of discussion at the next group session. 

In the following days, patients may try to comfort the 
staff in the group or alone. It is important to note and 
to explore the feelings and thoughts behind such efforts. 
Similarly, some patients may intentionally try to de- 
value the staff by continuzlly reminding them of their 
“failure.” These efforts can stir negative countertrans- 
ference feelings that must be acknowledged and should 
be discussed in supervision. 


THE PSYCHIATRIST 


How and when a psychiatrist finds out about a pa- 
tient’s suicide influences the response. It will inevitably 
require interrupting other plans. If the patient was as- 
sociated with a hospital or other facility, it is important 
to notify the administration promptly. 

The next thing to do is get some support for oneself. 
The psychiatrist should take the time to contact a 
trusted colleague or mentor, preferably someone with 
experience in this area. It is likely that this person will 
have been through such ar. experience in his or her ca- 
reer, even though others may not be aware of it. A small 
amount of time should be raken to review the case and 
to reflect on the questions that come to mind about the 
patient and about the treatment. 

The obvious thought of “where did I go wrong?” need 
not be pursued at this time, but at least it should be 
acknowledged that the thought exists. It is helprul to 
figure out the order in which things will need to be done 
and to make a list to help keep track. In both cf our 
cases, the support, direction, and advice of senior at- 
tending psychiatrists proved invaluable in getting us 
through the night and the next few days. Ness and Pfef- 
fer (12) pointed out, “With striking unanimity thera- 
pists have said that formal and informal consultation 
with colleagues is one of the most important and helpful 
actions to take in coping with a patient’s suicide.” The 
psychiatrist should consider attending the wake and/or 
funeral; the benefits are many. Most importantly, we 
feel that grieving needs to be dane, at least initially, in 
a group setting. This is the basis of the Jewish “sitting 
Shiva” and the Christian wake. In our experience. fears 
that people will look askance at the psychiatrist who 
attends and hold him or her responsible for the death 
have proved to be unfounded. Cards and donations are 
appropriate in most cases. As we have mentioned, the 
family will often embrace the idea that these can be tar- 
geted to help others with mental or emotional problems. 
“Contrary to popular belief, a statement that ‘I’m sorry 
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this happened’ is not an admission of responsibility and 
often soothes hurt feelings” (21). 

The psychiatrist must be available for the staff and 
share honestly and openly thoughts and feelings about 
the situation. Being on time at rounds and meetings is 
critical. The psychiatrist’s behavior will be interpreted 
by the staff, and it must coincide with his or her words. 
It is important to remember that one has a place on the 
team as both a member and the leader; the others will 
follow the lead. The staff needs to know that the psy- 
chiatrist is concerned for their welfare. 

Attending the autopsy is an individual choice, but it 
is not taboo. Psychiatrists are physicians. If the cause of 
death is equivocal, cocperation with the pathologist can 
help him or her decide this crucial issue. In some cases, 
particularly neuropsychiatric ones, the psychiatrist may 
have important information to share and also to learn. 

A psychological autopsy should always be conducted. 
Both of us have taken part in them, as participants and 
as leaders, and can attest to their usefulness in laying 
the case to rest. The atmosphere should be that of a 
supportive review. The focus should be less on “what 
did we do wrong?” and more on what can be learned 
from this and what can be done better. 

An investigation will undoubtedly be conducted. Le- 
gal counsel should be consulted before any statements 
are given. It is the psvchiatrist’s right to have counsel 
present at any and all questioning, and depending on 
the case and the likelihood of a suit, this may be war- 
ranted. We suggest being conservative and involving 
counsel at all stages. 

Billing the family for past services rendered is often a 
difficult task. Nonetheless, it is usually the correct ap- 
proach. To do otherwise might imply guilt (21). Fau- 
man (22) pointed out that most patients and their fami- 
lies equate outcome with the quality of the treatment. 
However, physicians cannot guarantee an outcome, 
whether it be in psychiatry, surgery, or medicine. They 
biH for their time and their knowledge. 

Moving on is important. Experiencing a patient’s sui- 
cide will create a lasting memory. The experience should 
be shared with younger clinicians, particularly those 
still in training. Only through personal contact with a 
caring mentor can the delicate issue of a patient’s suicide 


be addressed. 


RISK MANAGEMENT 


Most institutions have risk management officers 
whose job is to manage the problem for the hospital. 
Therefore, they will have the hospital’s and not the psy- 
chiatrist’s interest at heart. It is important to cooperate 
with them, but being cautious is not unreasonable, and 
consulting an attorney may be a good idea. Also, the 
laws of each state reflect to what degree the psychiatrist 
may be liable if a tort action should arise. 

Risk management can help by controlling the media 
and keeping them away, so that the psychiatrist can per- 
form the various functions we have noted and tend to 
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his or her other patients as well. For the psychiatrist as 
an individual, notifying the malpractice insurance car- 
rier may be part of managing the risk. However, we <eel 
this should not be done without first obtaining legal 
counsel; often it will depend on the practice setting. 

It is important to complete the medical record. Netes 
that are entered should be dated accurately, and it 
should be made clear that they are written after the 
death. One should not apologize in a note or attempt to 
reason or justify decisions in retrospect. If the documen- 
tation and reasoning have previously been satisfactory, 
there is little to fear. The event should be described, with 
the facts given as they are understood to have occurred, 
and drawing conclusions should be avoided. 


CONCLUSIONS 


Patients who commit suicide remind us how impotent 
we sometimes are in our efforts to help (2, 17, 23). Hew- 
ever, if a suicide does occur, the treating psychiatrist has 
a role and a number of responsibilities and responses. 
He or she has a leadership position with respect to the 
family and the staff and has the responsibility of inform- 
ing the family, working with the staff, communicating 
with the proper officials, and accurately documenting 
events in the record. 

As a treater, as a clinician,:and as a person, the psy- 
chiatrist has a number of individual responses to zhe 
event and to the loss and also has the additional respon- 
sibility of obtaining support. It is particularly difficult 
for a physician in this position to seek out the supervision 
and assistance of a more experienced colleague. None- 
theless, this can be invaluable in dealing with the after- 
math of a patient’s suicide, allowing the psychiatrist to 
learn from the death to be better prepared in the future. 
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The Negligible Effects of California’s 1982: Reform 
of the Insanity Defense Test ` 


Margaret A. McGreevy, M.A., Henry J. Steadman, Ph. D., 
and Lisa A. Callahan, Ph.D. 





Objective: The authors’ goal was to determine whether changing the insanity test in 
California in 1982 actually affected use of the insanity defense. Method: They gathered 
information on all individuals who entered the insanity plea (N=1,300) and all those ac- 
quitted by reason of insanity (N=665) in seven counties in California 3 years before and 3 
years after the change in the test of insanity. They focused on whether California’s revision 
of the insanity test affected the number and rate of insanity pleas, the number and rate of 
insanity acauittals, the characteristics of individuals using the defense, the target offenses, 
and the length of stay of insanity acquittees. Results: The reform did not affect the rate of 
insanity pleas or acquittals, the characteristics of those using the defense, or their length of 
confinement. Conclusions: Although the reform had no direct effects on the use of the 
insanity defense, the authors hypothesize that an indirect change in criminal sentencing 


practices led to a decrease in the number and rate of insanity pleas and acquittals. 


(Am J Psychiatry 1991; 148:744—750) 


n June 1982, a jury returned a verdict of not guilty 

by reason of insanity in the case of John Hinckley, 
who had been tried fer his attempt to assassinate then- 
President Ronald Reagan. This verdict generated per- 
vasive calls for reform of the insanity defense through- 
out the United States. Congress immediately held 
hearings on the insanity defense and passed the Insan- 
ity Defense Reform Act in 1984. In the 3 years follow- 
ing Hinckley’s acquittal, 34 states enacted limitations 
and/or reforms in their insanity defense statutes (1). 
The reforms included changes in the burden and stand- 
ard of proof, changes in commitment and release pro- 
cedures, enactment of guilty but mentally ill laws, and 
changes in the test of insanity. In this paper we exam- 
ine the impact of one of those reforms—California’s 
1982 change in the test of insanity—to determine its 
effect on the use of the insanity defense. 

Several tests of insanity have been used in the United 
States since the mid-1890s, when the McNaghten stand- 
ard—commonly referred to as the “cognitive” or “right- 
wrong” test--was acopted in most U.S. courts. The 
McNaghten test states that a person is not held crim- 
inally responsible if at the time of the offense ‘he/she 
was laboring under such a defect of reason as not to 
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know the nature and quality of the act he/she was 
doing or did not know the action was wrong.” It was 
used alone or in conjunction with the “‘volition” or 

“irresistible impulse” standard, which refers to the de- 
fendant’s loss of ability to avoid doing the act in ques- 
tion, until 1962, when the American Law Institute 
(ALI) standard was drafted.: The ALI standard was 
then widely accepted in the states. 

In 1954, the Durham test was adopted in the District 
of Columbia. It was seen as reflecting growing ad- 
vances in the field of psychiatry and as broadening the 
range of individuals able to use the insanity plea. It 
states simply that an accused’ person is not criminally 
responsible if the unlawful act was the product of men- 
tal disease or defect. Although it was widely heralded 
by the psychiatric community, it did not win accep- 
tance in the state courts and was replaced in 1972 by 
the ALI standard in the District of Columbia. 

The jury in the Hinckley trial used the ALI test, 
which states that a person is not responsible for crim- 
inal conduct if “at the time of'such conduct, as a result 
of mental disease or defect, ‘he/she lacks ‘substantial 
capacity either to appreciate the criminality (wrongful- 
ness) of his/her conduct or to conform his/her conduct 
to the requirements of the law.” It combines the cog- 
nitive aspect of the McNaghten standard and the vo- 
lition emphasis of the irresistible impulse test. For 
many, it was seen as a compromise with previously 
used tests that were considered either too narrow (Mc- 
Naghten) or too broad (Durham) (2). 

Research on the effect of the insanity test on the use 
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of the insanity defense is quite limited. The available 
data from five states that changed their insanity tests 
are not conclusive as to whether the changes affected 
the use of the insanity defense (3). In all five states 
studied, the McNaghten standard was replaced by a 
seemingly more liberal ALI or Durham standard. Stud- 
ies of insanity acquittals in the District of Columbia 
following the 1954 change from the McNaghten rule 
plus an irresistible impulse standard to the less restric- 
tive Durham test (4-6) found an increase in the per- 
centage of defendants who were acquitted by reason of 
insanity (from 0.5% to 2.5%) over a 6-year period 
(1954 to 1959). Similarly, data from Maryland (7) and 
Oregon (8) and findings from earlier work in Califor- 
nia (9) suggest that the absolute number of insanity 
pleas or acquittals rose after these states changed from 
the McNaghten to the ALI standard. In Maryland, 8% 
of the male felons evaluated for mental illness were 
found to be not responsible in 1966, but in 1973, 6 
years after the change to the ALI test in 1967, 19% 
were sc determined (7). In the 6 years before Oregon’s 
change from McNaghten to ALI (1966—1971), 44 de- 
fendants were acquitted as not guilty by reason of in- 
sanity, compared with 734 defendants during 1972-— 
1982 (8). In California, the number of insanity 
acquittals rose sharply in the year following the switch 
to the ALI standard, from 187 acquittals in 1978 to 
270 in 1979 (9). 

In contrast, Pasewark et al. (10), who conducted a 
more in-depth study of Wyoming’s change in the test 
of insanity, found no significant impact on the rate of 
insanity pleas or acquittals or in the characteristics of 
defendants using the defense following a change from 
the McNaghten rule plus an irresistible impulse stand- 
ard to the ALI standard and a change in the type of 
trial conducted from bifurcated to single-faceted. 

Results from two related areas of research also ad- 
dress the insanity test issue. A 2-year, prospective 
study of forensic evaluations in which the evaluating 
psychiatrists were asked to indicate whether the de- 
fendant evaluated for nonresponsibility met cognitive 
and/or volitional criteria (11) supported the argument 
that the insanity test used affects the number and com- 
position of those invoking the insanity defense. The 
research found that nearly one-quarter (24.4%) of 
those evaluated as nonresponsible met only a voli- 
tional criterion. They also found high correlations 
(0.94 and 0.86) among the three cognitive standards 
used. These finding suggest that a test incorporating 
both cognitive and volitional criteria would be broader 
and therefore may result in a higher plea rate than 
would a test with only a cognitive aspect. 

Studies using mock juries suggest that jurors under- 
stand their roles and responsibilities in insanity trials 
and make decisions consistent with the law. In a mock 
jury trial involving incest, Simon and Aaronson (12, 
13) found that juries rendered more insanity acquittals 
when instructions consistent with the Durham test or 
when no instructions were given than when they were 
instructed according to the McNaghten test, but other 
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studies have not duplicated these results. Finkel and 
Handel (14) found no significant differences in the ver- 
dicts of mock juries instructed according to six dif- 
ferent tests. 

The cited studies on the effects of changing the test 
of insanity are limited in both their scope and meth- 
odology. The studies suggesting that the number of 
insanity acquittals increased following a switch trom 
the McNaghten test to either the Durham rule or the 
ALI standard looked only at the number of insanity 
acquittals and did not take into account trends across 
time or examine volume of insanity pleas or felony 
indictments (3, 7). Although the forensic evaluation 
has been found to be a szrong predictor of insanity 
adjudication (15), other factors related to the judicial 
process may influence a not guilty by reason of insanity 
acquittal. Studies based on the verdicts of mock juries 
are limited in that the vast majority of insanity cases do 
not go to juries. Rather, they are settled by plea bar- 
gaining or with a bench trial. Finally, the work of 
Pasewark et al. (10), which was a direct study of the 
effect of changing the test of insanity, indicated that 
the changes had no significant effect on the use of the 
insanity defense. The statutory changes they studied 
took place in a state where there was little use of tae 
defense, and it could be argued that a change from tne 
McNaghten rule plus an irresistible impulse clause to 
an ALI standard is relatively minor in that both con- 
tain a cognitive aspect ard a volitional aspect. Tae 
major difference in the two standards of the insanity 
defense used in Wyoming was in the level of cognitive 
impairment required. 

The research reported in this paper expands on pre- 
vious work in that both plea and acquittal data from a 
populous state (California) are used to examine what 
happened when the insanity test was changed. Specif- 
ically, we studied California’s July 1982 revision of the 
test of insanity from the ALI test to a modifed Mc- 
Naghten test. The revision also eliminated the defense 
of diminished capacity. The McNaghten test of insan- 
ity was used in California from the early 1900s until it 
was replaced in September 1978 by the ALI test. In 
1982, as part of Proposition 8, the ALI standard was 
replaced by a modified McNaghten standard in which 
a conjunctive “and” replaced the disjunctive “or” used 
in the traditional McNaghten test. This reform was 
generally seen as an attempt to make the insanity de- 
fense more restrictive. In 1984, the California Court of 
Appeals ruled that the 1982 state law should be seen as 
simply returning California to the McNaghten test 
rather than creating a new insanity test (16). 

In this paper we focus on whether California’s revi- 
sion of its insanity test affected the number of insanity 
pleas and acquittals, the rate of insanity pleas and ac- 
quittals, the percentage of successful pleas, the charac- 
teristics of individuals using the defense, and the length 
of stay in psychiatric facilities of insanity acquittees. 
To assess the impact, data on all individuals entering 
the insanity plea during a 6-year period, 3 years before 
the reform {July 1979 to June 1982) and 3 years after 
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the reform (July 1982 to June 1985), were gathered in 
seven counties. Our conclusion, consistent with the 
findings of Pasewark et al. (10) in Wyoming, is that 
changing the test had little effect on the use of the 
insanity defense in California. 


METHOD 


Our data in California were collected as part of an 
eight-state study of insanity defense reform. During 
1987, county criminal court dockets in six counties 
(Alameda, Orange, Sacramento, San Diego, San Fran- 
cisco, and Santa Clara) and five representative districts 
of Los Angeles county (Central, Compton, Long 
Beach, Santa Monica, and Van Nuys) were searched to 
identify al] individuals raising the insanity plea from 
July 1979 through June 1985. These counties were 
selected because, together, they produced about two- 
thirds of the insanity acquittals in the state. Our sam- 
ple included 1,300 insanity pleas and 665 not guilty by 
reason of insanity acquittals from the seven counties 
over 6 years. A defendant was included in the study if 
an insanity plea was raised at any time before his or 
her adjudication. Once all insanity pleas were identi- 
fied, information on the target offenses, previous 
(known) mental healzh and criminal justice histories, 
adjudication, and disposition were obtained from 
court case files and records maintained by the Califor- 
nia Department of Mental Health and the California 
Department of Corrections. 

A time series analysis in a multiple regression equa- 
tion was used to assess the effects of the 1982 reform 
on the plea and acquictal rates. A dummy variable was 
used to represent before reform (rated 0) or after re- 
form (rated 1). It represented changes in the intercept 
(level) of the rate before to the rate after reform. A 
second variable was coded to represent a linear term of 
time in which decreasing negative units (i.e., —5.5 to 
—0.5) represented the before-reform period and in- 
creasing positive units (0.5 to 5.5) represented the af- 
ter-reform period (17}. A third variable represented the 
interaction between these two variables, which reflects 
changes in the slope of the line before reform to after 
reform. An F test measuring the contribution to R? 
made by both the slope and intercept variables was 
used to determine whether there was a significant re- 
form effect. The equation for the model was 


Biannual Rate=B0+B1 (reform) +B2(time)} 
+B3 (reform x time). 


Chi-square analyses were conducted on the charac- 
teristics of the individuals entering insanity pleas and 
those acquitted before and after reform as well as for 
the target offenses and the lengths of stay to determine 
whether there were significant differences before and 
after reform. 
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FIGURE 1. Number of Insanity Pleas and Acquittals in California 
Before and After 1982 Reform of Insanity Test? 
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FINDINGS 
Volume of Insanity Cases 


The number of insanity pleas and acquittals in the 
study counties are shown by 6-month intervals, start- 
ing with July 1979, in figure 1. The number of insanity 
pleas rose briefly in the first year of the before-reform 
period to a high of 173 in the last half of 1980 but then 
began a sharp, steady decline'to a low of 28 in the first 
half of 1985. The number of acquittals followed a sim- 
ilar course but ranged from a high of 90 in 1981 toa 
low of 6 in the first half of 1985. There was a slow but 
steady rise in felony indictments (not shown) during 
the same period from approximately 15,000 indict- 
ments in the last half of 1979:to 22,500 in the first half 
of 1985. 

Figure 2 presents the plea rate (pleas per 1,000 fel- 
ony indictments) and the acquittal rate (acquittals per 
100 pleas) in the seven study counties. The plea rate 
reflects use of the insanity plea in a broader context 
than the absolute number shown in figure 1 because it 
is based on the number of felony indictments and, in 
effect, controls for fluctuations in crime. The acquittal 
rate represents the percentage of insanity pleas that 
actually resulted in insanity acquittals. The plea rate 
dropped from 10 per 1,000 indictments before 1981 to ` 
just over one per 1,000 indictments in 1985. The ac- 
quittal rate remained relatively stable at around 40% 
throughout the study period with the exception of the 
first half of 1985, when it dropped dramatically. 
Whether this was simply an aberration or was indica- 
tive of a changing trend cannot be determined from 
our data. A visual examination of these data strongly 
indicates that the plea rate was already on the decline 
before the 1982 reform and’ that the reform did not 
have a major impact on the direction or rate of decline. 

To test for the statistical significance of the observed 
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FIGURE 2. Insanity Plea and Acquittal Rates Before and After 1982 
Reform of Insanity Test? in California 
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The plea rate is the number of pleas per 1,000 felony indictments, 
and the acquittal rate is the number of insanity acquittals per 100 
insanity pleas. 


trends, an F test was used for the combined effect of 
the slope and intercept variables on the plea rate and 
the acquittal rate. The results, given in table 1, indicate 
that the introduction of the revised insanity test in Cal- 
ifornia in 1982 simply continued trends that were al- 
ready underway. 


Characteristics of Individuals Using the Insanity 
Defense 4 


Table 2 presents the sociodemographic characteris- 
tics, previous mental health and criminal justice in- 
volvement, and diagnoses of all individuals raising the 
insanity defense and those acquitted by reason of in- 
sanity before and after reform in the seven study coun- 
ties. Clearly, there were no significant changes before 
and after reform in the characteristics of individuals 
entering insanity pleas or those acquitted. The diagno- 
sis of schizophrenia was the only variable with a sta- 
tistically significant change after reform: fewer of those 
acquitted were diagnosed as schizophrenic after the 
reform than before the reform (table 2). Interestingly, 
the decline in diagnoses of schizophrenia was almost 
entirely offset by a rise in the category of major mental 
illness other than schizophrenia (other psychoses or 
affective disorders). 

We also compared individuals who unsuccessfully 
pled insanity with those who were acquitted and found 
a significant difference in diagnosis (y*=207, df=6, 
p<0.0003). Those acquitted were more likely than 
those who entered unsuccessful pleas to be diagnosed 
as having schizophrenia or other major mental illness. 
A larger percentage of individuals who pled insanity 
unsuccessfully than those acquitted were diagnosed as 
having personality disorders, substance abuse, or no 
mental illness. | 
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TABLE 1. Multiple Regression Aralyses Assessing Change in Rates 
of Insanity Pleas and Acquittals tn California Due to 1982 Reform 
of Insanity Test? 


Variable Value 
Plea rate” 
Level 
Before reform 7.4 
Change = i 
After reform Sor 
Slope 
Before reform —0.5 
Change —0.3 
After reform —0.8 
Acquittal rate” 
Level 
Before reform 49.28 
Change —2.42 
After reform 46.86 
Slope 
Before reform 0.40 
Change =3.22 
After reform —2.82 


“Nonsignificant results from tests of the combined effect of the slope 
and intercept variables for plea rate (F=2.58, df=2, p<0.14) and 
acquittal rate (F=0.91, df=2, p<0.44). 

The plea rate is the number of pleas per 1,000 felony indictments, 
and the acquittal rate is the number of acquittals per 100 insanity 
pleas. 


Target Offense 


The most serious criminal charges for those who 
entered an insanity plea and those who were acquitted 
by reason of insanity are also shown in table 2. No 
significant differences were found between before and 
after reform in the crime categories of either group. It 
is clear, however, that the majority of thcse who pled 
insanity and those who were acquitted were charged 
with violent offenses. Approximately two-thirds of the 
defendants pleading insanity were charged with mur- 
der, physical assault, or other violent cffenses, and 


_ three-fourths of those acquitted were so charged. A 


comparison of the target affense of successful and un- 
successful insanity pleas indicated that insanity defend- 
ants charged with violent offenses were significantly 
more likely to be found not guilty by reason of insanity 
than those charged with burglary, property damage, or 
other minor offenses (y7=61, df=2, p<0.001). 


Length of Stay 


The numbers of individuals acquitted by reason of 
insanity who were hospitalized at acquittal and were 
still hospitalized 1, 2, and 3 years after their acquittal 
are shown in table 3. No significant differences were 
found in the percentage cf acquittees hespitalized at 
acquittal or at the yearly -ntervals before versus after 
reform. The median length of stay for thase who were 
acquitted before the reform was 1,326 days; it was 1,404 
days for those who were acquitted after the reform. 
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TABLE 2. Characteristics of Individuals Pleading Insanity and Those Acquitted by Reason of Insanity a and After 1982 Reform of 


insanity Test in California 





Before Reform 


Pleas | Acquittals 


After Reform Before Reform After Reform 


Characteristic N Yo N % N =- h N % 
Sex 
Male 802 90.8 362 90.5 419 , 89.0 168 £8.4 
Female 81 9.2 38 9.5 52 11.0 22 11.6 
Ethnicity 
White 451 53.3 212 55.1 263 63.8 105 66.9 
Minority 395 46.7 173 44.9 149 36.2 52 33.1 
Education 
Less than high school 260 41.3 106 37.6 110} 381 33 31.1 
High school or more 370 58.7 176 62.4 179 , 619 73 68.9 
Marital status 
Single 482 60.9 212 57.5 275 64.1 112 62.2 
Separated or divorced 123 15.5 58 15:7 48 12 21 11.7 
Married 186 23.5 99 26.8 106 24.7 47 26.1 
Previous history 
No psychiatric hospitalization 209 29.7 95 29.1 69 19.1 27 18.9 
Psychiatric hospitalization 495 70.3 232 70.9 292 : 80.9 116 £1.1 
No arrests 162 24.4 79 25.5 86 =| 28.1 32 27.6 
Arrests 501 75.6 231 74.5 220 ' 719 84 72.4 
Diagnosis 
Schizophrenia? 436 54.9 185 51.0 308 . 67.2 117 62.2 
Affective disorder or other psychosis 111 14.0 70 19.3 75 16.4 44 23.4 
Developmental disabilities 30 3.8 17 4.7 14 3.1 8 4.3 
Personality disorder 78 9.8 40 11.0 14 3.1 2 1.1 
Substance abuse 45 5.7 16 4.4 13 >: 28 7 37 
Other mental illness 57 7.2 18 5.0 34 7.4 8 4.3 
No mental illness 37 4.7 17 4.7 0 0.0 2 1.1 
Crime category 
Murder 155 17.6 71 17.8 83 17.7 35 18.3 
Physical assault 335 38.1 151 37.8 207 44,0 89 46.6 
Other violent crime 88 10.0 4] 10.3 59 12.6 25 13.1 
Robbery 111 12.6 44 10.0 43 91 20 10.5 
Property crime 113 12.9 42 10.5 S50 : 106 11 5.8 
Other minor crime 77 8.8 50 12.5 28 : 60 11 5.8 
‘Significantly fewer of those acquitted were diagnosed as having schizophrenia after reform than before (x?=14, df=6, p<0.05). 


TABLE 3. Hospitalization Rate at and After Acquittal of Individu- 
als Found Not Guilty by Reason of Insanity Before and After 1982 
Reform of Insanity Test in California 


Before Reform After Reform 


(N=445) 


Hospitalized at acquittal 417 93.7 177 96.2 
Still hospitalized 1 year 


after acquittal 374 84.0 160 87.0 
Still hospitalized 2 years 

after acquittal 322 72.4 138 75.0 
Still hospitalized 3 years 

after acquittal 255 57.3 108 58.7 
DISCUSSION 


The findings reported here represent a comprehen- 
sive demonstration that changing the test of insanity 
has no significant impact on the use of the insanity 
defense in practice. Despite an increase in felony in- 
dictments, the number of insanity pleas and acquittals 
were clearly on the decline in California before 1982, 
when the voters endorsed a more restrictive version of 
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(N=184) ` 
Status N % N % 


the insanity test. Our data indicate that changing the 
test had little effect on the percentage of individuals 
raising the defense (plea rate) or on those who were 
acquitted (acquittal rate), Furthermore, neither the 
characteristics of individuals-using the defense nor the 
crimes for which they were acquitted showed any sig- 
nificant change after versus before reform. 

Our findings add substantial weight to the work of 
Pasewark et al. in Wyoming, who found no significant 
effects of changes in that state’s insanity test. Before 
our current study, the work of Pasewark et al. was the 
only one that was based on both plea and acquittal 
data for a substantial period of time before and after 
reform. The studies that documented a rise in insarity 
acquittals following a change in the insanity test relied 
only on the number of acquittals and had very limited 
longitudinal data before and after the reforms. 

Although it is apparent that changing the test in 
California in 1982 did not have an impact on the use 
of the insanity defense, our findings suggest that some- 
thing may have affected its ‘use during 1980. In the 
latter half of that year the number of insanity pleas 
began to drop and then steadily declined at least 
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through 1985, when we completed our selection of 
sample cases. Insanity acquittals started to decline in 
1981, shortly after the decline in insanity pleas. A po- 
tential explanation for these declines is that they were 
the indirect result of changes in commitment practices 
brought about by the introduction of determinate sen- 
tencing in California. 

In 1977, California adopted determinate sentencing 
for individuals convicted of crimes. In 1978, the Cal- 
ifornia Supreme Court found that “equal protection 
precluded individuals committed to state institutions 
following acquittal of criminal offenses on grounds of 
insanity from being retained in institutional confine- 
ment beyond maximum term of punishment for un- 
derlying offense” (18). Thus, in September 1979 the 
California legislature set forth a maximum term of 
commitment for those acquitted by reason of insanity 
that equaled the longest term of imprisonment which 
could have been imposed for the offense, disregarding 
any “‘good-time”’ credit applicable to those convicted. 
Since good-time credit, which can be up to 50% of the 
sentence, was not included in the maximum term of 
confinement, individuals acquitted by reason of insan- 
ity could actually be committed for longer terms than 
if they were found guilty. 

According to one key informant, David Guthman, a 
Los Angeles District Attorney specializing in insanity 
cases in that county, the prison sentences associated 
with many offenses were subsequently increased by the 
legislature; this, in turn, increased the maximum term 
of confinement for insanity acquittees. The increasing 
terms af confinement plus the hospital’s tendency rou- 
tinely to keep patients to their maximum terms (19) 
may Heve resulted in defense attorneys becoming in- 
creasingly reluctant to use the insanity defense with 
their clients (personal communication from John 
Monahan, Ph.D., Atascadero State Hospital, April 
1990). Data from our study lend some support to this 
hypothesis. Although we found no significant differ- 
ence in the actual length of stay of insanity acquittees 
before versus after reform, the correlation between the 
“sentence or maximum term of commitment” and the 
plea rate was r=—0.69 (df=20, p<0.001). For every 
1-year increase in sentence, there was a decrease of 1.4 
units (pleas per 1,000 indictments) in the plea rate. 

In regard to insanity defense reform in general, it 
remains to be seen which reforms have the effects de- 
sired by their proponents. Our earlier data from Mon- 
tana (20) indicate that although abolishing the insanity 
defense dramatically lowered the number of successful 
pleas, the number of individuals entering the plea re- 
mained unchanged. What changed was how those 
pleading insanity were processed. Instead of being ac- 
quitted by reason of insanity and committed for treat- 
ment, they were found incompetent to stand trial and 
committed to the same institution. 

Other data from our study in Georgia, where a 
guilty but mentally ill statute was enacted in 1982, 
reveal a temporary increase in the number of insanity 
pleas and acquittals followed by a modest decline (un- 
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published paper by Callahan et al.). Of interest, how- 
ever, was an observed shift in ouzcome for some of the 
most serious offenders (those who committed murder) 
from not guilty by reason of insanity to guilty but 
mentally ill, thereby creating a new group of inmates 
with mental health needs. 

Findings associated with our study of an Ohio re- 
form in which the court of jurisdiction was changed 
from probate (civil) to criminal in an effort to give the 
criminal court judges control over commitment and 
release decisions revealed relatively minor changes af- 
ter reform (21). A smaller percentage of individuals 
were acquitted of murder and fewer acquittees were 
hospitalized after the reform, but the volume of insan- 
ity cases remained unchanged, as did tke length of 
commitment. 

Clearly, the alteration of the insanity test in Califor- 
nia in 1982 had no noticeable impact. The expectation 
of its proponents that it would reduce the volume of 
insanity acquittals appeared to have been met on the 
surface; however, in fact, the reform really did little. A 
decline in acquittals had begun before the reform. This 
decline simply continued. It was not accentuated or 
slowed by changing the insanity test. These findings in 
California demonstrate the limited impact of changing 
the insanity defense test. Rather, it appears that more 
encompassing, system-wide changes in criminal justice 
or mental health, such as determinate sentencing in 
California, are more likely to have a substantial im- 
pact. Beyond documenting the negligible impact of this 
reform, our research demonstrates how essential plea 
data are to an adequate depiction of the range of pas- 
sible changes associated with insanity defense reform. 
Unless the “big picture” is part of research in mental 
health law, the context of psychiatric practice may be 
badly misrepresented, 


REFERENCES 


1. Callahan L, Mayer C, Steadman HJ: Insanity defense reform in 
the United States post Hinckley. Mental and Physical Disability 
Law Reporter 1987; 11:54-59 

2. Brooks A: Law, Psychiatry and the Mental Heath System. Bos- 
ton, Little, Brown, 1973 

3. Keilitz 1: Researching and reforming the insanizy defense. Rut- 
gers Law Kev 1987; 39:289~322 

4. Arens R: The Durham rule in action: judicial psychiatry and 
psychiatric justice. Law and Society Rev 1967; 2:41-80 

5. Matthews AR Jr: Mental Disability and the Criminal Law. Chi- 
cago, American Bar Associazion, 1970 

6. Krash A: The Durham rule and judicial administration of the 
insanity defense in the District of Columbia. Yale Law J 1951; 
70:905-951 

7. Sales B, Hafemeister T: Empiricism and legal policy on the in- 
sanity defense, in Mental Health and Criminal Justice. Edited by 
Teplin L. Newbury Park, Calif, Sage Publications, 1984 

8. Reynolds $: Battle of the experts revisited: 1983 Oregon legis- 
lation on the insanity defense. Willamette Law Rev 1984; 20: 
303-317 

9. Slobogin C: The guilty but mental-y ill verdict: an idea whose 
time should not have come. George Washington Law Rev 1985; 
53:494-527 

10. Pasewark RA, Randolph RL, Bieber B: Insanity plea: statutory 


749 


REFORM OF THE INSANITY DEFENSE TEST 


11. 


12 


13. 
14. 
15. 


750 


language and trial procedures. J Psychiatry Law 1984; 12:399- 
422 l 

Wettstein RM, Mulvey EP, Rogers R: A prospective compari- 
son of four insanity defense standards. Am J Psychiatry 1991; 
148:21~27 

Simon RJ, Aaronson DE: The Insanity Defense: A Critical As- 
sessment of Law and Policy in the Post Hinckley Era. New 
York, Praeger, 1988 

Simon RJ: The Jury and the Defense of Insanity. Boston, Little, 
Brown, 1967 

Finkel NJ, Handel SF: How jurors construe “insanity.” Law 
and Human Behavior 1989; 13:41-59 

Steadman HJ, Keitner L, Braff J, et al: Factors associated with a 
successful insanity plea. Am J Psychiatry 1983; 140:401-405 


16. 
17. 


18. 


19. 


20. 


21. 


California v Horn, 205 Cal Rptr 119 (Cal Ct App 1984) 
Fox J: Detecting changes of level and slope in repeated measures 
data. Sociological Methods and Research 1984; 12:263-277 
In re Moye, 22 Cal 3d 457, 584'P 2d at 1099, 149 Cal Rptr 491 
(1978) 

Turner WB, Ornstein B: Distinguishing the wicked from the 
mentally ill. California Lawyer 1983; 3:41-45 

Steadman HJ, Callahan LA, Robbins PC, et al: Maintenance of 
an insanity defense under Montana’s “abolition” of the insanity 
defense. Am J Psychiatry 1989; 146:357-360 

Callahan LA, Steadman HJ: Insanity defense reform in Ohio: 
does the court of jurisdiction matter? Capital University Law 
Rev 1990; 19:809-824 


Am J Psychiatry 148:6, June 1991 


Solvent-Associated Olfactory Dysfunction: 
Not a Predictor of Deficits in Learning and Memory 


Brian S. Schwartz, M.D., M.S., D. Patrick Ford, M.D., M.P.H., Karen I. Bolla, Ph.D., 


Jacqueline Agnew, Ph.D., and Margit L. Bleecker, M.D., Ph.D. 


Objective: The aim of the study was to evaluate associations between oifactory dysfunc- 
tion and aberrations in learning and memory after chronic occupational exposure to mixed 
hydrocarbon solvents. Methad: This was a cross-sectional, epidemiologic study of 187 paint 
manufacturing workers. The authors administered quantitative tests of oifactory function 
(the University of Pennsylvania Smell Identification Test) and neurobehavioral function 
(eight computer- and examiner-administered tests of learning and memory) to workers for 
whom detailed information was available on lifetime occupational exposure to solvents. 
Results: Olfactory function test scores were positively correlated with performance on seven 
of eight of the tests of learning and memory in bivariate analyses. After adjustment for 
important confounding variables (i.e., age, vocabulary score, and cumulative exposure to 
hydrocarbon solvents) with multiple linear regression, olfactory function scores predicted 
performance only on the Wechsler Memory Scale Delayed Logical Memory test. Conclu- 


sions: Overall, the data did not reveal that olfactory dysfunction was correlated with dec- 





rements in various memory functions. 
(Am J Psychiatry 1991; 148:751—756) 


O lfactory function can be affected in a number of 
neuropsychiatric disorders, and olfaction has 
been receiving increasing attention in the psychiatric 
literature (1). For example, research has revealed 
olfactory dysfunction associated with Alzheimer’s 
disease, Parkinson’s disease, Korsakoff’s psychosis, 
schizophrenia, and major affective disorders (1). Data 
on patients with Alzheimer’s disease indicate that neu- 
rofibrillary tangles and plaques accumulate in key ol- 
factory regions early in the disease and in greater quan- 
tities than in other brain regions (2). Notably, in 
several of these neuropsychiatric disorders, decrements 
in learning and memory are also prominent. 
Olfaction, learning, and memory are also affected by 
exposure to common environmental and occupational 
agents. Dose-related declines in olfactory function 
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have recently been associated with cumulative lifetime 
exposure to solvents (3) in paint manufacturing work- 
ers. Neurobehavioral function after exposure to sol- 
vents has been the subject of extensive investigation 
(4—6), and declines in learning and memory have been 
associated with such exposure. Thus, olfactory dys- 
function has been associated with 1) several neuropsy- 
chiatric disorders that are notable for their deficits in 
learning and memory and 2) toxic exposures that 
cause decrements in learning and memory. However, 
the relationship between the deficits in clfaction and 
learning and memory have not been extensively stud- 
ied. This is of great interest because the pathways sub- 
serving these three functions have much overlap, espe- 
cially in the limbic areas of the brain (1, 7, 8). The 
hippocampus, amygdala, and parts of the temporal 
cortex are particularly important to olfactory ability 
and learning and memory. 

Studies of brain-damaged, postsurgical, and epilep- 
tic patients (9-11) demcnstrate that lesions to the 
aforementioned areas cause decrements in olfactory 
ability, but these decrements have rarely been com- 
pared to changes in learning and memory in such pa- 
tients. One study (9) reperted that unilateral anterior 
temporal lobectomy affected olfactory ability, but 
these changes were not associated with changes in 
learning or memory. Thus, although olfactory dys- 
function and aberrations in learning and memory may 
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coexist, such deficits have rarely been compared in the 
same individuals. The full implications of observa- 
tions linking olfaction and learning and memory remain 
unresolved. 

Ryan et al. (12) have reported on the coexistence of 
olfactory and neurobehavioral disorders in workers 
exposed to solvents. Those authors hypothesized that 
because 1) limbic structures in the brain are apparently 
very sensitive to a number of toxic insults and 2) their 
data revealed an association between cacosmia (self- 
reported unpleasant sensation of odors) and disorders 
of learning and memory, solvent toxicity in the CNS 
might occur through an effect on rhinencephalic struc- 
tures. The study was limited by a lack of quantitative 
measurements of olfection and solvent exposure and 
possible biases in the selection of the 34 study subjects. 
We report the evaluation of olfactory dysfunction as a 
predictor of deficits in learning and memory in 185 
solvent-exposed workers who evidenced dose-related 
declines in olfactory function (3, 4) and in whom ol- 
factory function, learning and memory, and solvent 
exposure were all quantitatively measured. 


METHOD 
Study Group 


The study group (N=187) consisted of male produc- 
tion, maintenance, and warehousing workers at two 
paint manufacturing facilities in the United States. 
Both plants manufacture a variety of paints and coat- 
ings, use a number of solvents in their operations, and 
operate 24 hours a day on three shifts. Participation in 
the study was voluntary. At plant 1, 91% of the work- 
ers participated (97 of 107) and at plant 2, 64% of the 
workers participated (90 of 140). There was not any 
selection bias by job title, but there were no other data 
available on the norparticipants. These two plants 
were notable for stable working populations with little 
job turnover during the plants’ existence (3, 4, 13). The 
mean+SD age of the study participants was 41.6+8.8 
years. There were 131 Caucasians and 56 blacks. The 
mean+SD number of years of education was 12.3% 
1.6. 


Data Collection 


Data were collected by groups of trained researchers 
in April and May 1988. Olfaction was measured with 
the University of Pennsylvania Smell Identification 
Test, a 40-item, standardized, quantitative test of ol- 
factory function. This test has been described else- 
where (14). Briefly, it consists of 40 microencapsulated 
odorant strips in four test booklets; the odorant label 
strip is scratched with a pencil, smelled by the test 
subject, and then the answer is chosen from among 
four possible responses. The test is sensitive to a broad 
range of olfactory disorders at many points along the 
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TABLE 1. Summary Statistics of Main Study Variables for 187 
Workers Exposed to Solvents 


Variable Mean SD 
University of Pennsylvania Smell Identification 
Test score” 34.2 5.9 
Solvent exposure (ppm-years) 140.1 111.8 
Vocabulary score 3957 12.2 
Learning test scores 
Rey Auditory Verbal Learning Tést, trial $ 12.0 22 
Serial Digit Learning, computerized” 16.6 6.2 
Serial Digit Learning 15.8 7.0 
Symbol-Digit Learning 14.8 4.6 
Memory test scores 
Benton Visual Retention 8.3 1.7 
Wechsler Memory Scale 
Visual Reproduction 8.4 3.0 
Logical Memory 8.2 3.4 
Delayed Logical Memory 6.6 3.4 


“Smell score data were missing for two subjects. 
Data were missing for one subject. 


olfactory pathways and is highly reliable (14). This 
tool has been used to document the effects of age, gen- 
der, smoking, and a number of chemical agents on 
olfactory function (3, 14-16). 

All participants completed an extensive battery of 
both interviewer- and computer-administered neuro- 
behavioral tests. Data were missing for two subjects on 
the smell test scores, so the analyses consist ‘of 185 
study subjects, except where’ noted. There were eight 
specific tests of learning and memory that were as- 
sessed for their association with olfactory ability: the 
Wechsler Memory Scale Logical Memory and Delayed 
Logical Memory and Visual ‘Reproduction (17), Ben- 
ton Visual Retention (computer administered) (18), 
Rey Auditory Verbal Learning Test, trial 5 (19), Serial 
Digit Learning (presented verbally) (20), a computer- 
administered test of Serial Digit Learning (adopted 
from the World Health Organization computerized 
battery, presented visually); and the Symbol-Digit 
Learning test (21). The WAIS-R vocabulary subtest 
score was used as a measure of premorbid verbal in- 
telligence (22). 


Assessment of Solvent Exposure 


A cumulative exposure model in which exposure du- 
ration and intensity were equally weighted was used to 
calculate lifetime exposure to hydrocarbon solvents. 
Average intensity of exposure (parts per million) was 
multiplied by duration of exposure (years) for each job 
the worker had ever held at the plants and then 
summed into the cumulative exposure variable (parts 
per million-years). This exposure consisted mainly of 
airborne toluene, xylene, and methyl ethyl ketone va- 
pors. Thirteen to 15 years of industrial hygiene sam- 
pling data were grouped according to 19 homogeneous 
and stable exposure zones (12 at plant 1 and seven at 
plant 2) and used as the intensity of exposure for jobs 
classified into one of the 19 exposure zones (13). In- 
tensity of exposure (as an 8-hour time-weighted aver- 
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TABLE 2. Correlations Between Continuous Study Variables for 185 Workers Exposed to Solvents? 





Variable Age Smel CSer 
Age 


University of Pennsylvania Smell 


Identification Test score (Smel) —-0,29 
Serial Digit Learning, computerized 
(CSer) —0.35 —0.13 


Serial Digit Learning (SerD) 

Benton Visual Retention (Bent) 

Visual Reproduction (VisR) 

Vocabulary score (Vocb) 

Logical Memory (LogM) 

Delayed Logical Memory (DelM) 

Rey Auditory Verbal Learning Test, 
trial § (RAVL) 

Symbol-Digit Learning 


S027 0.08 0.50 
—0.34 0.33 0.46 
=0,51 0.32 0.43 
=0.25 0.37 0.27 
—0.10 0.25 0.21 
—0.14 0.30 0.24 


—0.47 0.21 0.25 
=0.33 0.21 0.41 


Correlation (r) 


SerD Bent  VisR  Vock LogM DeM RAVL 
0.33 
0.31 0.45 


0.33 0.49 0.51 
0.26 0.29 0.34 0.48 
0.28 0.32 0.31 0.47 0.81 


0.22 0.34 0.30 0.26 0.23 0.25 
0.38 0.40 0.45 0.40 0.25 0.27 0.38 


“p<0.001 for r>0.24; p<0.005 for 0.20<r<0.24; p>0.05 for r<0.15 {all for absolute values of r). 


age) ranged from 0.4 ppm for warehouse workers in 
plant 2 to 31.2 ppm for small-order operators in plant 
1. Mean+SD duration of employment was 15.5+8.0 
years for plant 1 and 13.6+4.0 years for plant 2. The 
stability of the exposure zones over time was assumed 
and supported by the lack of significant changes in 
process or control at either plant and the lack of trends 
in the available exposure data (13). Jobs held before 
employment at the paint plants were considered for 
solvent exposure and were included in the cumulative 
solvent exposure variable when such exposure could 
be reasonably quantitated. Analyses were performed 
with and without the inclusion of prior exposure in the 
exposure variable; the results were not sensitive to this 
exposure. 


Data Analysis 


All data analysis was performed with the BMDP 
Statistical Software program on a personal computer. 
Detailed descriptive statistics were calculated for all 
study variables, and Pearson correlation coefficients 
were calculated for the relationships between all con- 
tinuous study variables. The relationships between 
smell scores and the tests of learning and memory were 
first examined by dividing the smell scores into quar- 
tiles (although there was an uneven distribution of sub- 
jects in some of the groups that could not be corrected 
because of the distribution of scores on the University 
of Pennsylvania Smell Identification Test). Tests for 
linear trend (F test for linear contrast [23]) were cal- 
culated for the mean learning and memory test scores 
across the quartiles. These quartile data are presented 
for easier visualization, but all analyses were also re- 
peated by using the smell score as a continuous inde- 
pendent variable. : 

Multiple linear regression was used to assess the pre- 
dictive value of olfactory test scores (independent vari- 
able) on the tests of learning and memory (dependent 
variables) while potential confounding by age, vocab- 
ulary score, and solvent exposure were controlled. Age 
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and solvent exposure were the main a priori confound- 
ing variables. Vocabulary score was disccvered in the 
course of data analysis to control for the known ethnic 
and racial differences in olfactory identification ability 
(3, 14-16), and therefore was included in the models 
as an additional important confounding variable. 
Other variables (e.g., race, cigarette smoking, educa- 
tional level, plant, shift) were screened for potential 
confounding of the association between smell score 
and learning/memory test scores; no other important 
confounding variables were discovered. Interactions 
between smell scores and age, vocabulary score, and 
solvent exposure were evaluated; because no interac- 
tions were significant at p<0.05, these interaction 
terms were not included in the final models. The final 
regression models were extensively evaluated for colin- 
earity and by examination of residual versus predicted 
plots. 


RESULTS 


The means and standerd deviations of the main 
study variables appear in table 1. Pearson correlation 
coefficients for all continuous study variables are pre- 
sented in table 2. Table 2 reveals that vocabulary score 
was correlated with both the smell identification test 
score and the tests of learning and memory (and thus 
was likely to be an important confounding variable). 
In addition, correlations between more similar tests 
(e.g., Logical Memory and Delayed Logical Memory 
or computerized Serial Digit Learning and interviewer- 
administered Serial Digit Learning) were generally 
higher than correlations between less related tests (e.g., 
Rey Auditory Verbal Learning Test and Visual Repro- 
duction). Smell identification test scores were posi- 
tively correlated (p<0.005) with all tests except the 
two Serial Digit Learning tests. 

Smell identification test scores were then divided 
into quartiles for easier visualization of the data, and 
means of the tests of learning and memory were cal- 
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TABLE 3. Unadjusted Mean Scores on Learning and Memory Tests, by Quartile of Score on the ala of Pennsylvania Smell Identifi- 


cation Test, for 185 Workers Exposed to Solvents 





Quartile 1 Quartile 2 Quartile 3 Quartile 4 
(score33) {score=34—35) (score=36—37) (score=38) 
(N=51) (N=29) (N=48) : (N=57) 
Test Mean SD Mean SD Mean SD Mean SD p* 
Serial Digit Learning, computerized 15:7 6.3 14.9 13 16.7 6./ 18.1 5.0 0.02 
Serial Digit Learning 15.4 7.0 14.8 6.6 15.1 7.4 17.1 6.9 0.21 
Benton Visual Retention Fad 2.0 8.0 1.9 8.5 1.5 9.2 0.9 0.0005 
Wechsler Memory Scale 
Visual Reproduction 7.1 2.7 7.6 29 8.6 3.2 9.7 2.4 0.0005 
Logical Memory 6.9 2.4 8.4 3.8 8.6 3.6 9.1 3.6 0.002 
Delayed Logical Memory 5.2 27 7.0 3.4 6.8 35 7.5 3.6 0.002 
Vocabulary score 32.3 12.3 35.6 12.6 40.3 10.8 47.2 9.1 0.0005 
Rey Auditory Verbal Learning Test, 
trial 5 11.4 2.3 11.7 2.0 12.1 2.1 12.6 2.0 0.002 
Symbol-Digit Learning 13.7 5.0 14.1 4.4 14.6 5.0 16.3 0.004 


*From F test for linear conzrasts. 


culated for subjects in each score quartile. Table 3 
presents these results with tests for linear trend of the 
four means. Mean scores of all the tests of learning and 
memory increased across the four smell identification 
test score quartiles (i.e., the better the performance on 
the test, the better the learning and memory scores); 
only Serial Digit Learning was not significant at p<0.05. 

The smell identification test score was next used as a 
predictor (independent) variable in eight multiple lin- 
ear regressions with the tests of learning and memory 
as the dependent variables (table 4). These models all 
included age, vocabulery score, and cumulative solvent 
exposure as important confounding variables. The re- 
sults did not suggest that smell scores were a predictor 
of neurobehavioral measurements of learning and 
memory when the effects of these confounding varia- 
bles were controlled. Additional models (data not pre- 
sented) without control for solvent exposure did not 
alter this conclusion (i.e., the most important con- 
fcunding variables were age and vocabulary score). 
Taere were no other important confounding variables 
and no significant interactions of any variables with 
the smell identification test score. Because cigarette 
smoking is known to affect olfactory function (3, 16), 
smoking status was added to the models in table 4 as 
a dichotomous (ever versus never and current versus 
not current) and continuous (pack-years) variable. 
There was no confounding by smoking status of the 
associations observed in table 4. 


DiSCUSSION 


Olfactory function was significantly and positively 
ccrrelated with performance on seven of eight of the 
tests of learning and memory before adjustment for 
important confounding variables (tables 2 and 3). Af- 
ter adjustment for age, vocabulary scores, and cumu- 
lative solvent exposure, olfactory function predicted 
performance only on the Delayed Logical Memory test 
(p=0.03). If considerazion is given to the issue of mul- 
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tiple statistical comparisons, then a single p value of 
0.03 from eight analyses may:have been a chance find- 
ing. Thus, the data do not suggest that olfactory func- 
tion is a predictor of various memory and learning 
functions. 

Ryan et al. (12) have postulated that solvents may 
preferentially affect rhinencephalic structures in the 
brain; if this were the case, changes in olfactory func- 
tion might be associated with aberrations in learning 
and memory. Ryan et al. didnot quantitatively meas- 
ure olfactory function but rather used a self-reported 
measure, cacosmia, that referred to the unpleasant 
sensation of odors. There are a number of potential ex- 
planations for the findings of the present study: 1) sol- 
vents do not act centrally to cause olfactory dysfunc- 
tion, 2) different and distinct:CNS pathways subserve 
learning, memory, and olfaction despite the close an- 
atomic proximity of the CNS centers of these abilities 
in the brain, 3) olfactory dysfunction (this study) and 
cacosmia (Ryan et al.) both result from the effects of 
solvents on the CNS, but at separate and distinct sites, 
and 4) olfactory recognition ability is a long-term, 
primitive memory, while the tests employed in this 
study evaluated short-term and intermediate memory 
only. 

We favor the first explanation, that solvents do not 
act centrally to cause olfactory dysfunction, for three 
primary reasons. First, animal data suggest that the 
primary olfactory neuron is uniquely sensitive to the 
toxic effects of a number of inhaled chemical agents 
(24, 25). Second, previous studies suggest that olfac- 
tory dysfunction from CNS lesions such as those from 
surgical excision is relatively uniform across smell 
identification test items (11), while solvent-exposed 
workers appear to exhibit deficits in a subset of the test 
items (3); this implies that solvents may not act cen- 
trally to cause olfactory dysfunction. Finally, the ol- 
factory neuron is in a particularly vulnerable position, 
separated from inhaled chemicals by only 30 p of mu- 
cous (8, 26). It would thus seem a likely candidate to 
be the critical target organ of airborne chemical expo- 
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TABLE 4. Linear Regression Results for University of Pennsyiva- 
nia Smell Identification Test Score as a Predictor of Scores on 
Learning and Memory Tests for 185 Workers Exposed to Solvents* 


Variable Beta Beta SE p? 
Serial Digit Learning, computerized 
Age —0.2152 0.0519 <0.004 
Solvent exposure —0.0052 0.0042 0.22 
Smell identification test score —0.0621 0.0808 0.44 
Vocabulary score 0.1015 0.0392 0.01 
Serial Digit Learning 
Age -0.1505 0.0581 0.01 
Solvent exposure —0.0081 0.0047 0.09 
Smell identification test score —0.1196 0.0904 0.19 
Vocabulary score 0.1538 0.0438 <0.004 
Benton Visual Retention 
Age —0.0332 0.0125 0.01 
Solvent exposure —0.0022 0.0010 0.03 
Smell identification test score 0.0364 0.0195 0.06 
Vocabulary score 0.0468 0.0095 <0.004 
Wechsler Memory Scale 
Visual Reproduction 
Age —G.0559 0.0224 0.01 
Solvent exposure 0.0018 0.0018 0,33 
Smell identification test score C.0665 0.0349 0.06 
Vocabulary score 0.1046 0.0169 <0.004 
Logical Memory 
Age 0.0066 0.0270 0.81 
Solvent exposure 0.0046 0.0022 0.04 
Smell identification test score 0.0632 0.0421 0.14 
Vocabulary score 0.1366 0.0204 <0.004 
Delayed Logical Memory 
Age —0.0019 0.0272 0.94 
Solvent exposure 0.0018 0.0022 0.41 
Smell identification test score 0.0917 0.0423 0.03 
Vocabulary score 0.1182 0.0205 <0.004 
Rey Auditory Verbal Learning 
Test, trial $ 
Age —0.1032 0.0173 <0.004 
Solvent exposure 0.0006 0.0014 0.68 
Smell identification test score 0.0167 0.0269 0,53 
Vocabulary score 0.0229 0.0130 0.08 
Symbol-Digit Learning 
Age —0.1210 0.0373 <0.004 
Solvent exposure 0.0034 0.0030 0.27 
Smell identification test score 0.0300 0.0581 0.61 
Vocabulary score 0.1274 0.0282 <0.004 


“Linear regression controlled for age, vocabulary score, and expo- 
sure to solvents. 
From beta/beta SE, which is equivalent to a t test. 


sure. If it is the critical target organ, it is possible that 
the threshold of cumulative exposure or dose for the 
olfactory effects of solvents is lower than that for 
learning and memory effects. Thus, a correlation be- 
tween olfactory dysfunction and aberrations in learn- 
ing and memory may be observed in populations with 
higher levels of exposure. 

It should be noted that the present study population 
exhibited exposure-related declines in several neurobe- 
havioral tests as well as in olfactory function, even 
after control of important confounding variables (3, 
4). Furthermore, in the present population test scores 
were generally worse than and exposure duration was 
approximately twice as long as in the group studied by 
Ryan et al. (12). Thus, it is unlikely that the present 
findings could be attributed to lower exposures, fewer 
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affected individuals, or an attenuated range of the out- 
come variables. 

The present study has several strengths. First, this 
was a cross-sectional study of all exposed workers in 
two paint manufacturing plants, so selection biases 
germane to the clinical setting would not be an impor- 
tant problem. Although the participation at one of the 
plants was less than desired (64%), exposure status 
(current job title) was not an important determinant of 
participation, so it is our feeling that seleczion bias by 
exposure status does not account for the results. Cross- 
sectional studies are prone to other sources of bias if 
worker turnover is high. For example, if disease affects 
exposure status (olfactory dysfunction allowed the 
worker to tolerate a higher level of exposure, so the 
worker was moved into a new job with higher expo- 
sure) or if affected workers leave the workplace, then 
the results of cross-sectional studies may be biased. 
This was not the case for these two plants. Second, the 
industrial hygiene data available for these two plants 
were unique in their completeness and extent. We were 
thus able to determine quantitatively the exposure <o 
solvents in the two plants to a degree not generally 
possible. This is important because there are no bio- 
logical measures of past solvent exposure; currently 
available measures have relatively short half-lives and 
can only be used for acute exposures. 

In conclusion, although olfac-ion and learning and 
memory functions are related anatomically and func- 
tionally, olfactory ability was not a predictor of per- 
formance on tests of learning and memory in 185 sol- 
vent-exposed workers who had evidenced exposure- 
related declines in these three tunctions. The results 
have implications regarding the possible mechanism of 
solvent-induced decrements in olfaction and learning 
and memory and the relationship among these three 
functions in the CNS. We hypothesize that solvents act 
peripherally to cause olfactory dysfunction and cen- 
trally to cause aberrations in learning and memory, and 
we await confirmation or refutation of these findings. 
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Long-Term Benzodiazepine Users 3 Years After Participation 


in a Discontinuation Program 


Karl Rickels, M.D., Warren G. Case, M.D., Edward Schweizer, M.D., 
Felipe Garcia-Espana, M.A., and Reita Fridman, B.A. 


Objective: Clinical status and use of benzodiazepines and other psychotropic drugs at 
follow-up were assessed in patients who had been chronically dependent on benzodiazepines 
and had been referred for participation in a discontinuation study. Method: Of 123 benzo- 
diazepine-dependent patients screened for entry into a tapered discontinuation program, +8 
had completed the program, 38 had not, and 37 had not undergone drug tavering. Follow-up 
information was obtained through a structured telephone interview and a mail questionnaire 
that included a global severity scale assessing anxiety and depression and the Hopkins 
Symptom Checklist. The time to follow-up was 2.7—5.0 years, and the mean+SD interval 
between screening and follow-up was 2.9+0.9 years. Results: Outcome at follow-up sig- 
nificantly favored the patients who had completed the discontinuation program; 73% were 
not using benzodiazepines, compared to 39% in the unsuccessful taper group and 14% in tne 
no-taper group. Moderate or marked anxiety was still reported by 35% of the patients who 
were taking benzodiazepines and 25% of those who were not. At follow-up, 22% of te 
patients were being treated with nonbenzodiazepine psychotropic agents, primarily antiae- 
pressants. Conclusions: The high percentage of patients who were benzodiazepine-free at 
follow-up and the continued anxiety and depression present in many patients suggest that 
some patients may have been taking benzodiazepines because of chronic or recurrent anxizty 


or depression, not physical dependence. 
(Am J Psychiatry 1991; 148:757-761) 


he physician prescribing benzodiazepines for the 

treatment of the chronically anxious patient has 
to constantly weigh the benefits and risks of such use. 
On the one hand, there is accumulating evidence that 
both generalized anxiety disorder and panic disorder 
have significant chronicity (1-7); 50% or more of pa- 
tients relapse by 1~—5-year follow-up, even if acute 
treatment led to remission. This suggests that main- 
tenance drug therapy should be considered a treat- 
ment option for some patients. On the other hand, 
although maintenance benzodiazepine therapy has dem- 
onstrated efficacy in both generalized anxiety disorder 
(8, 9} and panic disorder (unpublished 1988 paper of 
E. Schweizer et al.), it places the patient at significant 
risk for developing physical dependence and a with- 
drawal syndrome upon benzodiazepine discontinua- 
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tion (10). The prevalence of physical dependence and 
withdrawal after long-term therapy exceeds 50% even 
for patients taking modest therapeutic doses of benzo- 
diazepines. In fact, in chronically dependent patients, 
successful short-term benzodiazepine discontinuation, 
defined as the ability to achieve a benzodiazepine-free 
state and to remain benzcdiazepine-free for 3—5 weeks, 
ranges from 40% to 60%, depending on whether ben- 
zodiazepine discontinuation is abrupt or gradual (11— 
14). 

Little research, though, has focused on the long-term 
outcome of benzodiazepine-cependent patients. Of 
particular interest is whezher the population of chron- 
ically dependent patients, estimated to be approxi- 
mately 1.5% of all U.S. adults (15), can remain drug- 
free for a prolonged period. Furthermore, how do 
those who remain benzodiazepine-free differ from 
those who restart benzodiazepine intake; Last, is there 
any evidence suggesting that continued treatment with 
benzodiazepines might be clinically indicated and not 
solely a sign of physical dependence? 

In this report we summarize the results of a 3-year 
follow-up of 123 patierts who were chronically de- 
pendent on benzodiazep:nes. 
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BENZODIAZEPINE DISCONTINUATION 


METHOD 
Subjects 


The subjects who form the basis of the current re- 
port were all patients who had been screened for entry 
into our benzodiazepine discontinuation program be- 
tween December 1982 and February 1986 and who 
were available for follow-up evaluation. A total of 167 


patients had undergone the initial screening, of whom ` 


123 (74%) were available for follow-up evaluation. 
The reasons for our inability to reach patients for fol- 
law-up were as follows: 39 patients had moved and 
could not be located, and five patients were located but 
refused to be interviewed. There were no significant 
differences between the patients who were available 
and those who were lost to follow-up on any clinical, 
demographic, or benzodiazepine treatment variable. 
However, the percentage of patients who could not be 
located for follow-up was significantly higher among 
the patients who had not actually participated in the 
discontinuation program (38%) than among those 
who had (20%) (x7=6.6, df=1, p<0.05). 

The 123 patients available for follow-up consisted 
of 58 men (47%) and 65 women (53%). Their mean+ 
SD age was 47+14 years. Seventy-five (61%) were 
married, and 103 (84%) had at least a high school 
education. Their diagnoses at the time of the original 
evaluation, made according to the Schedule for Affec- 
tive Disorders and Schizophrenia—Lifetime Version 
(SADS-L) (16), had been as follows: generalized anx- 
iety disorder, N=48 (39%); panic disorder, N=23 
(19%); major depressive disorder, N=22 (18 %); other 
affective illness, N=1C (8%); and no current diagno- 
sis, N=20 (16%). For the majority of these patients, 
an anxiety disorder had previously been diagnosed and 
had remitted. 

At the time of the initial evaluation, 67 patients 
(54%) had been taking benzodiazepines with short 
half-lives (alprazolam, N=18; lorazepam, N=41; ox- 
azepam, N=6; triazolam, N=1; temazepam, N=1), 
and their mean+SD duration of daily use was 6.0+5.2 
years. Fifty-six patients (46%) had been taking benzo- 
diazepines with long half-lives (diazepam, N=37; clo- 
razepate, N= 13; chlordiazepoxide, N=3; flurazepam, 
N=1; halazepam, N=1; prazepam, N=1), and their 
mean+SD duration of daily use was 9.0+5.8 years. 
For benzodiazepines w:th short half-lives, the pretaper 
mean +SD daily dose, in diazepam equivalents (5 mg 
diazepam=7,5 mg clorazepate dipotassium=1.0 mg 
lorazepam=0.5 mg alprazolam), was 21.6+18.4 mg 
and the range was 2.5 to 90.0 mg. The pretaper daily 
dose for the long-half-life drugs was 15.5+15.3 mg, 
and the range was 2.5 to 95.0 mg. Overall, 84 patients 
(68%) had failed at least one previous attempt to stop 
taking benzodiazepines with or without a physician’s 
help. 

The patients were divided into two groups—the 86 
patients who had participated in the original taper pro- 
gram (taper group) and the 37 patients who had not 
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TABLE 1. Benzodiazepine Treatment Status at 3-Year Follow-Up 
Among 123 Patients Screened for Taper Program? 
Benzodiazepine Status at 
3-Year Follow-Up 


Not Using Using 
Taper Program Outcome N. N % N % 
Not using benzodiazepines 48; 35 73 13 27 
Using benzodiazepines 38 15 39 23 éi 
Did not participate in 
taper 37 5 14 32 86 


9y7= 30.4, df=2, p<0.001. 


participated in the taper study and, after screening, 
had been referred back to their psychiatrists or family 
physicians in the community (no-taper group). Of 
these 37, eight had been excluded from the taper study 
for medical reasons, eight for administrative reasons 
(e.g., unable to keep appointments), and 21 because of 
patient decision. There were no significant differences 
between taper study participants and nonparticipants 
in sex, age, marital status, education, diagnosis, dura- 
tion or dose of benzodiazepine therapy, or drug used. 
Upon completion of the benzodiazepine discontinua- 
tion program, the study participants had been referred 
back to their psychiatrists or ‘family physicians in the 
community. All subsequent treatment was naturalistic. 


Procedure 


Information for the current report was obtained 
through a structured telephone interview conducted by 
a research assistant (R.F.) with 20 years of experience. 
This telephone interview was supplemented by a mail 
questionnaire that inquired about current psychiatric 
treatment and drug use and included a 10-point global 
severity scale assessing current intensity of anxiety and 
depression and the Hopkins Symptom Checklist (17). 

The time to follow-up ranged from 2.7 to 5.0 years, 
and the mean+SD interval between screening and fol- 
low-up was 2.9+0.9 years. 

Categorical data were compared with chi-square 
analysis. For continuous variables we used a two-tailed 
t test or an analysis of covariance to control for dif- 
ferences in scores at screening. Significance levels were 
conservatively expressed as two-tailed. 


RESULTS 


Benzodiazepine Use at Follow-Up 


Of the 123 patients who were available at follow- 
up, 55 (45%) were not taking any benzodiazepines. 
Table 1 shows the significantly favorable effect cf 
study intervention on long-term benzodiazepine-free 
outcome. Seventy-three percent of the patients who 
successfully completed the tapér program and 39% af 
those who did not, but only 14% of the patients who 
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did not participate in the taper program, were benzo- 
diazepine-free at follow-up. 

Of the 68 patients who were taking benzodiazepines 
at follow-up, including no-taper patients, the patients 
who had originally successfully discontinued benzo- 
diazepine use had the lowest mean+SD daily intake 
(8.3+5.7 mg/day, expressed in diazepam equivalents), 
the no-taper group had the highest intake (18.1+17.5 
mg/day), and the originally unsuccessful taper group 
was intermediate (14.8+12.2 mg/day) (F=2.17, df= 
2, 64, p<0.12). 

Of the 13 patients who had refrained from benzo- 
diazepine intake for at least 5 weeks after discontinu- 
ation but later resumed benzodiazepine treatment, 
nine (69%) had restarted benzodiazepine therapy 
within 3 months of completing the taper program. The 
reasons patients gave for resuming benzodiazepine 
therapy were persistent insomnia (N=5), return of 
anxiety (N=3), symptoms of depression (N=2), panic 
anxiety (N=1), tension headaches (N=1), and colitis 
(N=1). 

We attempted to identify which variables might 
have contributed to a benzodiazepine-free outcome at 
follow-up. We performed a search logistic regression 
analysis of all patients available at follow-up (N= 
123). Benzodiazepine treatment status at 3-year fol- 
low-up was the outcome measure used. Eight variables 
with zero-order correlations of p<0.20 were identified 
as potential predictors of benzodiazepine-free out- 
come. Interestingly, presence of prior withdrawal ex- 
perience was unrelated to follow-up outcome (x*=0.3, 
df=1, n.s.). Five of these variables (diagnosis, sex, 
daily dose of benzodiazepine, combined scores on the 
Hamilton Rating Scales for Anxiety and Depression, 
and benzodiazepine half-life) did not contribute sig- 
nificantly to the model. However, three variables were 
identified as significant predictors of benzodiazepine- 
free outcome: participation in the taper program (p< 
0.001), shorter length of benzodiazepine treatment 
(p<0.01), and younger age (p<0.02) (overall model: 
x7=36.02, df=3, p<0.001). 


Other Treatments Used at Follow-Up 


Of the 68 patients who were taking benzodiazepines 
at follow-up, 15 (22%) reported use of additional psy- 
chotropics: antidepressants, N=8; neuroleptics, N=5; 
and hypnotics, N=2. Of the 55 patients who were 
benzodiazepine-free at follow-up, 12 (22%) reported 
use of other psychotropics: 11 were taking antidepres- 
sants, and one was taking a hypnotic. 

The reasons given for antidepressant use among the 
19 subjects who were taking antidepressants were de- 
pression, N=10 (53%); insomnia, N=4 (21%); anxi- 
ety, N=3 (16%); panic attacks, N=1 (5%); and 
chronic pain, N=1 (5%). The doses of tricyclic anti- 
depressants ranged from 20 mg/day (for insomnia) to 
250 mg/day (for depression). Interestingly, 19 (22%) 
of the 86 taper patients but only two (5%) of the 37 
no-taper patients were taking antidepressants at fol- 
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low-up (x*=3.97, df=1, p<0.05). Involvement in the 
taper program appeared to result in a reassessment of 
diagnosis and medication needs. 

Overall, 76% of the patients who were taking anti- 
depressants reported that psychiatrists had prescribed 
them, and only 24% reported such prescriptions by 
family physicians (y7=3.6, df=1, p<0.10). In addition 
to drug therapy, 23 (27%) of the taper patients and 13 
(35%) of the no-taper patients were in psychotherapy 


‘with psychiatrists or psychologists at follow-up. Of the 


30 patients being treated for emotional symptoms by 
their family physicians, all but three were receiving 
benzodiazepines. In a comparison of patients whe had 
participated in the taper and those who had not, irre- 
spective of their outcome at follow-up, we found that 
significantly more of the no-taper than taper patients 
had consulted psychiatrists or family physicians (70% 
versus 47%; x°=5.0, df=1, p<0.05). 


Clinical Status at Follow-Up 


Anxiety and depression levels, assessed with the 
anxiety and depression factors of the Hopkins Symp- 
tom Checklist, were significantly lower foz the patients 
who were not taking benzodiazepines at follow-up 
than for those who were. The mean+SD scores at fol- 
low-up, adjusted for pretaper baseline, were 1.65+0.5 
and 1.89+0.5, respectively, for the anxiety factor (F= 
5.67, df=2, 106, p<0.02) and 1.61+0.5 and 1.91+ 
0.5 for the depression factor (F=8.22, df=2, 106, 
p<0.005). 

Anxiety and depression levels at follow-up did not 
differ significantly as a function of whether or not zhe 
patients had received additional antidepressive or 
other nonbenzodiazepine psychotropic medications. 

Considering a mean item score of more than 2.00 on 
either the Hopkins anxiety or depression factor as in- 
dicative of clear-cut anxiety or depression, we ob- 
served that at follow-up 35% of the patients taking 
benzodiazepines (N=24) and 25% of the patients not 
taking benzodiazepines (N=14) still had substantial 
levels of anxiety. For depression, the respective per- 
centages were 28% (N=19) and 25% (N=14). 

On a 10-point global severity scale, on which 0 rep- 
resented no symptoms and 10 represented greatest se- 
verity, the benzodiazepine-free patients had a mean+ 
SD score at follow-up of 2.8+2.0 and the patients 
taking benzodiazepines had a score of 3.4+2.2; these 
scores are in the mildly symptomatic range and zre not 
significantly different. 


DISCUSSION 


The results of this study of 123 long-term benzodi- 
azepine users showed that successful completion of a 
benzodiazepine discontinuation program resulted in 
benzodiazepine-free status at follow-up for a high per- 
centage (73%) of patients. Even among patients who 
had been unsuccessful in the taper program, 39% were 
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benzodiazepine-free at follow-up, whereas only 14% 
af the patients who had not participated in the taper 
program were benzodiazepine-free. 

To put these results in context, it should be remem- 
bered that the daily benzodiazepine dose before taper- 
ing for the patient group under study was less than 40 
mg of diazepam equivalents, although the benzodiaz- 
epine doses were in the therapeutic range. The average 
duration of use was 6 years for the patients taking 
short-half-life benzodiazepines and 9 years for the pa- 
tients taking long-half-life benzodiazepines, and 68% 
of the study patients had failed previous attempts at 
benzodiazepine discontinuation. Therefore, if a selec- 
tion bias is operating, it is most likely in the direction 
of making the patients under study a more taper-resis- 
tant group. As a result, generalization of our findings 
to nonstudy populations might be expected to yield an 
overly pessimistic prognosis for patients receiving 
long-term benzodiazepine treatment. 

The only other comparable study of which we are 
aware was conducted by Golombok et al. (18). They 
reported results at 1.5-year follow-up for 46 long-term 
benzodiazepine users who had participated in a similar 
discontinuation program. They found 54% of their 
patients to be benzodiazepine-free at follow-up. In 
their study, the average duration of benzodiazepine use 
was approximately 10 years, and most patients also 
had failed previous attempts to discontinue benzodi- 
azepine use, so those results also are likely to be biased 
toward a less favorable outcome than might be ex- 
pected in general clinical practice. 

The only predictors of benzodiazepine-free outcome 
that we were able to identify were participation in the 
taper program, shorter duration of benzodiazepine 
use, and younger age. Interestingly, neither shorter du- 
ration of benzodiazepine use nor younger age was 
found to correlate witk withdrawal severity in our ear- 
lier studies (12, 13), sc the influence of these two var- 
iables on outcome apparently is not mediated through 
their effects on withdrawal severity. It is possible that 
longer duration of benzodiazepine use is actually a 
marker for greater chronicity of illness and the result- 
ing continued need for symptomatic treatment. It is 
also possible that older patients who are long-term 
users may have develored greater psychological depen- 
dence on their benzodiazepines. 

Perhaps more notable was the absence of several 
variables as predictors of long-term outcome: half-life 
of benzodiazepine used, mode of withdrawal (abrupt 
versus gradual), and daily dose did not make a differ- 
ence in long-term ability to remain benzodiazepine- 
free. This result, together with our previous finding 
that these variables did not significantly contribute to 
withdrawal severity during tapering (13), provides cli- 
nicians with no empirical evidence to support avoid- 
ance of short-half-life benzodiazepines in favor of 
lor.g-half-life benzodiazepines for maintenance ther- 
apv. Furthermore, althcugh gradual discontinuation of 
benzodiazepine treatment may in many cases increase 
short-term patient comfort, our current results do not 
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suggest that this translates into a better long-term out- 
come than that achieved by patients who undergo 
abrupt discontinuation, at least when the benzodiaze- 
pine is prescribed in low to moderate therapeutic 
doses. 

At 3-year follow-up 42% of the 86 patients who had 
participated in the drug tapering were receiving ben- 
zodiazepines. Thirteen of these had successfully dis- 
continued benzodiazepine treatment but subsequently 
resumed use—mostly within 3 months of benzadiaze- 
pine discontinuation and mostly because of recurrent 
symptoms of anxiety, panic, or insomnia. On average, 
even the patients who had not been successful in the 
taper program had achieved: some reduction in their 
daily doses of benzodiazepines. In fact, only four of the 
123 patients had increased their daily doses of benzo- 
diazepine by more than 10 mg of diazepam equiva- 
lents. This finding of a general lack of benzodiazepine 
dose escalation with naturalistic follow-up is consis- 
tent with our findings from prospective treatment stud- 
ies (8, 9), in which no escalation of benzodiazepine 
dose was observed. Apparently, in therapeutic users of 
benzodiazepines, dose escalation over time is unusual. 

What about the clinical status of the patients at 
3-year follow-up? Discontinuing chronic benzodiaze- 
pine therapy did not result in‘significant worsening of 
anxious or depressive symptoins. On the contrary, the 
patients who were not taking benzodiazepines at fol- 
low-up had less anxiety and depression. It is possib:e, 
of course, that a partial or complete remission in clin- 
ical symptoms was the precondition which permitted 
these patients to remain benzodiazepine-free. Despite 
this overall improvement, 25% of the patients who 
were not taking benzodiazepines and 35% of the pa- 
tients who were taking them continued to complain of 
at least moderate levels of anxiety. Furthermore, of the 
50 taper participants who were not taking benzodiaz- 
epines at follow-up, 40% had received alternative 
treatment for anxiety or depression: antidepressant 
medication (N=4), counseling (N=9), or both (N=7). 

All this suggests that many of the patients in our 
program may have received chronic benzodiazepine 
therapy not only because of physical dependence but 
also because of chronic or recurrent anxiety or depres- 
sion. As indicated in our recent review (19), there is 
growing evidence that many anxiety disorders are 
chronic or recurrent and have psychiatric comorbidity. 
For many patients in the current study, participation in 
a taper program provided an opportunity for a diag- 
nostic reassessment and institution of new treatments, 
even if they did not always result in benzodiazepine 
discontinuation. 
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Replicated Psychometric Correlates of Schizophrenia 


Steven O. Moldin, Ph.D., Irving I. Gottesman, Ph.D., 
John P. Rice, Ph.D., and L. Erlenmeyer-Kimling, Ph.D. 





Objective: The authors’ goals are to use scales from the MMPI hypothesized in their 
previous research to be correlates of liability to schizophrenia to differentiate DSM-III schiz- 
ophrenia from bipolar and unipolar affective illness and to cross-validate these correlates in 
an independently ascertained sample of patients with Research Diagnostic Criteria (RDC) 
schizophrenia or affective disorder. Method: The criterion sample consisted of 83 patients 
consecutively admitted to a state-operated community mental health center. Diagnoses of 
schizophrenia; bipolar disorder, manic; and major depression were assigned by using DSM- 
IH. The replication sample consisted of 60 adults with RDC diagnoses of schizophrenia, 
schizoaffective disorder, bipolar disorder, and unipolar disorder who were parents of chil- 
dren in twa samples collected for a study of offspring at high risk for schizophrenia and other 
psychopathology. After the patients in the criterion sample were classified by logistic regres- 
sion analysis, the results were used to classify patients in the replication sample. Results: The 
MMPI indicators had adequate sensitivity, specificity, and predictive power for classifying 
schizophrenia, and there was a moderately high rate of diagnostic agreement between the 
MMPI and DSM-III. Cross-validation in the replication sample was successful. Overall, the 
MMPI index was an adequate inclusion and exclusion criterion not only for DSM-Ill-defined 
but also. for RDC-defined schizophrenia. Conclusions: A psychometric index composed of 
the paranoid schizophrenia, psychoticism, and manifest hostility scales from the MMPI 


would be a cost-effective measure to increase diagnostic efficiency in future schizophrenia 


research and clinical practice. 
(Am J Psychiatry 1991; 148:762-767) 


E xplicit criteria and structured interviews are used 
routinely in psychiatry and have increased the re- 
liability of the diagnosis of schizophrenia; however, 
current classification systems are only partially over- 
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lapping and identify different groups of patients as 
schizophrenic (1). It is therefore unclear which (if any) 
set of criteria for schizophrenia offers the most valid 
definition. Such uncertainty is especially problematic 
in genetic research because accurate determination of 
phenotypes for underlying genotypes is essential. Sher- 
rington et al. (2) found that the odds in favor of link- 
age of DNA markers to schizophrenia vary as a func- 
tion of which individuals are included as affected. 
Subsequent attempts to demonstrate such linkage have 
been unsuccessful (3); replication of findings would be 
facilitated by development of more valid diagnostic 
definitions. 

Robins and Guze (4) discussed five approaches to 
establishing validity of a psychiatric diagnosis, one of 
which uses psychological tests to refine assessmenz. 
Such taxonomic instruments can be used along with 
explicit diagnostic criteria in an ongoing empirical prc- 
cess to increase the accuracy ‘of the classification cf 
psychiatric illnesses ($, 6). We followed this line of 
reasoning (7, 8) and used psychometric indicators 
from the MMPI to provide convergent validity for 
schizophrenia defined by aera Diagnostic Criteria 
(RDC) (9). 
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TABLE 1. Characteristics of 83 Patients With DSM-I// Schizophrenia or Affective Disorders 


Age 
(years) Sex Race 
Diagnosis Mean SD M F White Nonwhite 
Schizophrenia 
(N=57) 33.30 11.71 37 20 42 15 
Bipolar disorder, 
manic (N=16}) 31.62 9.04 7 9 11 5 
Major depression 
(N=10) 31.70 12.11 2 8 7 3 


Further analyses of MMPI data in the New York 
High-Risk Project (10), a longitudinal study of chil- 
dren of schizophrenic parents, showed that 1) the rate 
of deviance on a psychometric index was significantly 
higher in the offspring of schizophrenic parents than in 
either the offspring of parents with affective disorder 
or the offspring of parents without psychiatric morbid- 
ity (11), 2) a latent class of offspring with index devi- 
ance could be demarcated (12), and 3) the index devi- 
ance was familial (13). These findings led us to 
hypothesize that index deviance reflects liability to 
schizophrenia. 

Additional evidence for this interpretation would be 
provided by demonstration of the utility of the MMPI 
index for classifying clinical illness. Our goals in the 
present investigation are to 1) use our psychometric 
index to differentiate DSM-III schizophrenia from 
both bipolar and unipolar affective illness in a state 
hospital sample and 2) cross-validate our index in an 
independently ascertained sample of patient-parents 
with RDC-defined schizophrenia or affective disorder 
from the New York High-Risk Project. 


METHOD 
Criterion Sample 


The criterion sample consisted of patients admitted 
consecutively in 1981-1982 to the Massachusetts 
Mental Health Center, a state-operated community 
mental health center that is a major teaching hospital 
for Harvard Medical School. Patients were ascertained 
for a larger study investigating the impact of reorga- 
nization of services (14). Diagnoses were assigned on 
the basis of an independent evaluation by a research 
psychiatrist who followed the clinical algorithms in 
DSM-III. MMPI data were obtained from the clinical 
psychology service at the mental health center for 
those patients for whom there was agreement between 
the research psychiatrist’s diagnosis and a well-docu- 
mented DSM-III chart diagnosis made by the senior 
attending psychiatrist on the service to which the pa- 
tient was admitted. The MMPI was typically given af- 
ter the second but before the sixth week of hospital- 
ization. Of the 83 patients who completed a valid 


Am J Psychiatry 148:6, June 1991 


Zigler- 
Marital Education Phillips 
Status (years) Shipley [Q Score 
Single Not Single Mean SD Mean SD Mean SD 
47 10 12.86 2.47 101.11 12.03 0.64 0.33 
11 Ss 13.81 2.48 102.20 40.73 0.78 0.25 
7 3 13.80 2.20 110.00 7.07 0.81 0.22 


MMPI, 57 had schizophrenic disorder, 16 had bipolar 
disorder, manic, and 10 had major depression. 

Patients were given the Shipley Irstitute of Living 
Scale, an abbreviated measure of intelligence (15). In- 
formation from clinical records was used to score the 
Zigler-Phillips Social Competence Scale (16), which 
uses age, marital status, intelligence, education, occu- 
pation, and employment history; eaca item is rated on 
a 3-point scale (O=lowest category; z=highest catego- 
ry), and the overall score is the mean of the subcate- 
gories. The poor premorbid adjustment of the patients 
reflects the chronicity and severe psychopathology fre- 
quently observed in state hospital mpatient settings. 
The patients’ characteristics are given in table 1; the 
only significant group difference was the sex distribu- 
tion for patients with schizophrenia and major depres- 
sion: a greater percentage of the latter were women 
(p<0.02, Fisher’s two-tailed exact test). 


Replication Sample 


The replication sample consisted of psychiatrically 
ill adults who were parenzs of children in two samples 
collected for the New York High-Risk Project (10). 
Briefly, schizophrenic and nonschizophrenic patients 
were drawn from consecutive admissions to several 
state psychiatric facilities in the New York metropol- 
itan area. Interviews with the Schedule for Affective 
Disorders and Schizophrenia—Lifetime Version (SADS- 
L) (17) and hospital chart informacion were used to 
assign RDC diagnoses. Of the 61 petien:-parents who 
completed a valid MMPI, 14 had schizophrenia, 17 
had mainly schizophrenic schizoaffective disorder, five 
had mainly affective schizoaffective disorder, 13 had 
unipolar affective disorder, and 12 had bipolar affec- 
tive disorder. A full description of the characteristics of 
these patients is given in our earlier reports (7, 8). 


MMPI Variables 


The MMPI is a self--eport instrument developed 
within a Kraepelinian framework. We reviewed the 
literature and found evidence that 13 MMPI indicators 
were potential correlates. of liability to schizophrenia 
(11-13). These indicators measure zn array of psycho- 
pathology (interpersonal aversiveness, disorganized 
thinking, anhedonia, decreased afective expression 
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FIGURE 1. Mean T Scores on MMPI Validity and Standard Clinical 
Scales of 57 Patients With Schizophrenia, 16 With Bipolar Disorder, 
Manic, and 10 With Major Depression? 
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*For the standard clinical scales, 1=hypochondriasis, 2=depression, 
3=hysteria, 4=psychopathic deviate, 6=paranoia, 7=psychasthe- 
nia, 8=schizophrenia, 9=hypomania, and 0=social introversion. 


and/or rapport, and avolition) and include scales L, F, 
K, and 4; a combination of scales 2, 7, 8, and 0; six 
Wiggins scales (social maladjustment, religious funda- 
mentalism, psychoticism, phobias, manifest hostility, and 
hypomania); the 8-6 scale; and the paranoid schizo- 
phrenia scale. In our other reports (11-13), we com- 
bined these 13 indicators to form a psychometric index. 

The MMPI administered by the clinical psychology 
service included 435 of 566 items. The omission of 131 
items did not affect scoring of the standard scales; the 
8-6, Wiggins, and paranoid schizophrenia raw scores 
were prorated. Standard scale and Wiggins raw scores 
were converted to T scores by using original normative 
sample means and standard deviations. For our crite- 
rion sample, paranoid schizophrenia scores were stan- 
dardized by using meant+SD Veterans Administration 
norms (14.38+7.54); for the New York replication 
sample, we followed our previous practice (7, 8) of us- 
ing paranoid schizophrenia plus mean=SD 1K norms 
(27.57+5.65). 

A raw score on the L scale greater than 10 or an F 
score greater than 23 was used to declare four of our 
criterion sample profiles invalid. A set of criteria in- 
corporating the TR and carelessness indexes (11) as 
well as an F-K score between —30 and —12 or between 
23 and 64 was used to declare nine more of our crite- 
rion sample profiles invalid. 

We submitted the nine standard and three validity 
MMPI scales to profile analysis (18), a multivariate 
procedure that contrasts the overall configural pattern 
(shape) of profiles in searching for qualitative distinc- 
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tions in personality functioning that may reflect un- 
derlying disease states. Profile analysis was carried 
out with the SPSS-X multiple analysis of variance 
(MANOVA) program (19), which allows testing of the 
null hypothesis that the profiles are parallel; significant 
departure from parallelism implies different shapes. 

We used the SAS LOGIST: procedure (20) to fit lo- 
gistic models. Group membership was the outcome Y; 
Y=1 corresponded to affected with schizophrenia and 
Y=0 corresponded to not affected with schizophrenia. 
Patients with bipolar disordér and those with major 
depression were combined in: all analyses. 

Logistic regression analysis of our criterion sample 
data was carried out by entering all 13 MMPI indica- 
tors from our index (11-13): We then used the “fast 
backward” stepwise option to eliminate nonsignificant 
variables (p<0.05). After classifying the patients in our 
criterion sample, we validated the B weights and inter- 
cept obtained from the logistic regression analyses 
(technical details are available on request from Dr. 
Moldin) by using them to classify patients in the New 
York replication sample. The replication was per- 
formed by first including patients with schizoaffective 
disorder (N=60) and then excluding them (N=38). 

Diagnostic efficiency was determined through spec- 
ificity, sensitivity, positive predictive power, and 32eg- 
ative predictive power calculations. We used the kappa 
coefficient as a measure of improvement over chance 
agreement between the MMPI and DSM-III or RDC 
diagnoses of schizophrenia. Receiver operating char- 
acteristic analysis (21) extended the evaluation of test 
(MMPI) performance and allowed comprehensive 
evaluation for all threshold decisions. The area under a 
receiver operating characteristic curve is a quantitative 
measure of the information content of the test; if a test 
lacks information content, the value for the area under 
the curve is 0.50. The LOGIST procedure calculated 
the area under the curve in our: analysis of our critericn 
sample data; formulas described by Hanley and Mc- 
Neil (22) were used to compute the area under the 
curve in the analysis of the New York High-Risk Proj- 
ect data. 


RESULTS 


The group profiles of our ctiterion sample patients 
are presented in figure 1. The schizophrenic patients 
had the highest mean scores on scales 8 and 6; this 
code type is predictive of the illness as defined by sev- 
eral diagnostic criteria (23). The depressive profile is 
characterized by elevations on'scales 4, 8, 2, 7, and 6, 
which are associated with unipolar depression (24'. 
The relative elevations on scales 8, 9, and 4 that char- 
acterize the mean bipolar-manic profile i in figure 1 are 
frequently associated with mania (24). Since profile 
elevations are state-dependent:and vary according to 
the phase of affective illness (25), it is likely that che 
affective group profile represents a distortion result:ng 
from the averaging of individual profiles. Such distor- 
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tion is less likely to occur when schizophrenic profiles 
are averaged (7). 

The parallelism hypothesis was rejected when the 
schizophrenic profile was compared with both the bi- 
polar disorder (Hotelling’s T?=25.17, F=2.01, df= 
11,61, p<0.05) and major depression (Hotelling’s 
T?=29.32, F=2.26, df=11, 55, p<0.03) profiles in 
figure 1. These findings are consistent with the hypoth- 
esis that there are stable, enduring personality dis- 
positions measured by the MMPI that differentiate 
schizophrenia from both bipolar and unipolar affective 
illness. . 

A stepwise logistic analysis of the 13 MMPI scales 
and the sex variable resulted in a model with three 
variables (psychoticism, manifest hostility, and para- 
noid schizophrenia); sex was not retained in the model. 
The intercept was — 5.82; the respective B weights (+SE) 
for the three MMPI variables were —0.1340.06 (y7= 
5.34, p<0.02), —0.10+0.04 (x7=5.67, p<0.02), and 
0.35+0.09 (y*=14.48, p<0.0001). The relative odds of 
being affected given an MMPI score, as compared with 
the odds of being affected given an MMPI score one 
standard deviation lower (e'°), were 0.27:1 for psychot- 
icism, 0.35:1 for manifest hostility, and 33.60:1 for para- 
noid schizophrenia. The highest relative odds ratio was 
for the paranoid schizophrenia scale—the odds that a 
patient with a given paranoid schizophrenia score would 
have schizophrenia, compared with the odds that a pa- 
tient with a paranoid schizophrenia score one standard 
deviation lower would have schizophrenia was nearly 
34:1. 

Figure 2 presents the distribution of p values (the 
probability of having a schizophrenic diagnosis) in our 
criterion sample and the New York replication sample 
with and without the patients with schizoaffective dis- 
order. The first diagram shows the p distribution in 
our criterion sample; the second and third show those 
for the New York replication sample, when the B 
weights and intercept from our criterion sample were 
used to classify cases. Cases with a predicted probabil- 
ity of 0.8 or more were classified as schizophrenic to 
minimize false positives. Given the results of our ear- 
lier psychometric analyses (7, 8) and other evidence 
(26, 27), we combined mainly schizophrenic schizo- 
affective disorder with schizophrenia and mainly affec- 
tive schizoaffective disorder with affective disorders in 
the New York replication sample. The figures show 
that the criterion groups with schizophrenia and affec- 
tive disorders were moderately separated; group dis- 
crimination was greater in the New York replication 
sample when patients with schizoaffective disorder 
were excluded. 

Table 2 presents conditional probabilities, kappa 
statistics, and the values for the area under the curve 
for the logistic regression of MMPI data using our 
criterion sample B weights and the intercept values. 
The indicators were relatively efficient in making cor- 
rect classification decisions and performed adequately 
as inclusion (high positive predictive power) or exclu- 
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FIGURE 2. Probability of Schizophrenic Diagnosis According to Lo- 
gistic Models Fitted to 83 Patients in the Massachusetts (MMHC) 
Criterion Sample and 60 Patients in the New York (NYHRP) Repli- 
cation Sample? 


MMHC Criterion Sample 










Affective 
E] Schizophrenic 


O 
NYHRP Replication Sample, with Schizoaffective Patients 
16 
2 f Affective / Mainly affective schizoaffective 
D Schizophrenic / Mainly schizophrenic 
a i2 schizoatfective 
an 
=. ‘6 
2 
E | Hp 
47 FAY 3 
Z | BA af app 
A AY HA bh 
pL BAZAMBYAA ARMA anaana 
12 NYHRP Replication Sample, without Schizoaffective Patients 










FA Aifective 
Schizophrenic 


0.0 0.2 0.4 0.6 0.8 1.0 


Predicted Probability (p) of Having a 
Schizophrenic Diagnosis 


“There were 38 patients in the New York sample wken patients with 
schizoaffective disorder were excluded. The arraw indicates the 
cutoff value for classification of schizophrenia (p=0.8). 


sion (moderately high negative predictive power) cri- 
teria for a DSM-III diagnosis of schizopkrenia. About 
90% of the nonschizophrenic subjects in our criterion 
sample were classified on the basis of the MMPI as 
nonschizophrenic (high specificity). The indicators 
were successfully cross-va_idated in the New York rep- 
lication sample; there was less sensitivity but greater 
negative predictive power. Diagnostic efficiency was 
greater when the patients with schizoaffective disorder 
were not included and when the classification cutoff 
was increased to p=0.9. RDC schizophrenia could be 
diagnosed or ruled out with confidence: more than 
80% of the patients with affective disorders were clas- 
sified as nonschizophrenic. The magnitude of kappa 
values in the two samples reflects moderate agreement 
between the indicators and schizophrenia as defined by 
both DSM-III and RDC. The value for the area under 
the curve for our criterion sample implies that, given 
pairs of randomly selected patients with affective and 
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TABLE 2. Diagnostic Classification Results for the Criterion Sample of Patients With Schizophrenia or Affective Disorders and the New 
York dada Sample of Patients With Schizophrenia, Schizoaffective Disorder, or Affective Disorder 





; Without 
ee With Schizoaffective | Schizoaffective 
a Disorder (N=60)? Disorder (N=38)° 

Classification Result (N=83) p=0.8 p=0.9 | p=0.8 p20.9 
Sensitivity (true positives divided by true positives plus : 

false negatives) 0.68 0.64 0:55 0.86 0.71 
Specificity (true negatives divided by true negatives plus 

false positives) 0.88 0.72 0.86 0.75 0.83 
Positive predictive power (true positives divided by true | 

positives plus false posit-ves) 0.93 0.71 0.81 > 0.67 0.71 
Negative predictive power (true negatives divided by 

true negatives plus false negatives) 0.56 0.66 0.64 | 0.90 0.83 
Kappa 0.50 0.37 0.41 ` 0.57 0.55 
Area under the curve 0.87 0.74 0.74 0.80 0.80 


nthe base rate of schizophrenia was 0.69. 
>The base rate of schizophrenia was 0.52. 
“The base rate of schizoph-enia was 0.37. 


schizophrenic disorders, the probability (p, as deter- 
mined from our logistic model) of the schizophrenic 
patient having the diagnosis of schizophrenia will be 
higher than that of the paired patient with affective 
disorder about 87% of the time. The figures for the 
area under the curve held up well on replication (0.74 
and 0.80). 


DISCUSSION 


Our analysis of MMPI index variables has demon- 
strated the efficiency of psychometric indicators for 
discriminating DSM-III schizophrenia from bipolar 
and unipolar affective illness. The index was validated 
in an independently ascertained sample of patients 
with RDC-defined schizophrenia and affective disor- 
ders. Although an expected diminution in overall clas- 
sification efficiency in the replication sample was ob- 
served, the results shew that the MMPI index was an 
adequate inclusion and exclusion criterion not only for 
DSM-III-defined schizophrenia but also for RDC-de- 
fined schizophrenia. Cross-validation was less success- 
ful when patients with schizoaffective disorder were 
included because of the greater psychometric overlap 
between mainly schizophrenic schizoaffective disorder 
and mainly affective schizoaffective disorder. This 
finding is consistent with there being less of a distinct 
boundary between syndromic variants of schizoaffec- 
tive disorder than between “nuclear” forms of schizo- 
phrenia and affective illness (28). 

Our best discriminating MMPI variable (the para- 
noid schizophrenia scale) was developed to identify 
schizophrenia-related psychopathology and was de- 
rived by comparing patients with schizophrenia diag- 
nosed according to pre-DSM-II criteria with patients 
with other psychiatric disorders. Although diagnostic 
criteria have changed considerably over the years, we 
must emphasize that our findings do not reflect the 
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Replication Sample 


completely independent validation of DSM-III and 
RDC diagnoses that would be provided by a labora- 
tory measure derived from pathophysiological abnor- 
malities. More than anything, the current investigation 
represents a useful heuristic approach for using MMPI 
indicators to converge with diagnostic criteria in more 
accurate classification of clinical schizophrenia in re- 
search and clinical contexts. , 

The very large B weight forthe paranoid schizophre- 
nia scale in our logistic model’ demonstrates its value in 
making differential diagnostic decisions between schiz- 
ophrenia and bipolar and unipolar affective illness. 
The relative odds of having a schizophrenic diagnosis 
given a high paranoid schizophrenia scale score versus 
given a paranoid schizophrenia scale score one stand- 
ard deviation lower were 34:1. A psychometric index 
composed of the paranoid schizophrenia, psychoti- 
cism, and manifest hostility:scales would be a very 
cost-effective measure to increase diagnostic efficiency 
in future schizophrenia research and clinical practice. 
Scoring and administration of the relatively small 
number of binary items in the scales—112—can be 
done in a quantitative, objective, and standardized 
fashion. 

Diagnostic error and imprecision have probably 
played a role in frustrating attempts to delineate etio- 
logic and pathophysiological mechanisms in schizo- 
phrenia research. For example, current diagnostic cri- 
teria are not efficient in identifying individuals with 
unexpressed schizophrenic genotypes (29), who conse- 
quently would be false negatives. False positives are an 
even greater problem, especially in reducing the power 
of linkage analysis (30, 31). Kendler (32) found that 
evidence for linkage between'a marker and a disease 
locus was highly dependent on the location of a diag- 
nostic threshold. Without a ‘gold standard” for the 
schizophrenia genotype, all case definitions are best 
considered approximations of indeterminate validity 
of the true disease state (33). MMPI indicators are 
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quantitative correlates that could be incorporated with 
other putative liability indicators (e.g., smooth pursuit 
eye movement dysfunctions, attentional-information 
processing deficits) into existing mathematical models 
(34), in which temporal stability is a criterion for 
greater reliability and accuracy of phenotypic assess- 
ments. Sensitivity, specificity, and true base rates for a 
lifetime diagnosis could then be estimated. These 
methods can be extended to allow for incorporation of 
the greater information content provided by quantita- 
tive indicators into genetic models, which in turn ex- 
plicitly model diagnostic unreliability and error. 


10. 


11. 


12. 


13. 
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Bone Mineral Density and Anorexia Nervosa in Women 
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Juanita J. Salisbury, Ph.D., and James E. Mitchell, M.D. 


Objective: A review of reports of reduced bone mineral density in women with anorexia 
nervosa was undertaken in order to profile specific risk factors, which could then be used as 
the basis fer suggestions for future research and treatment. Method: Thirteen research stud- 
ies and four case studies of reduced bone mineral density and fractures in women with 
anorexia nervosa were reviewed. The relationships between bone mineral density and amen- 
orrhea, estrogen, calcium intake, physical activity, parathyroid hormone, ‘alkaline phos- 
phatase, 1,25-dibydroxyvitamin D, cortisol, and growth hormone were examined in the 
reports of these studies and other reports of altered physiology during anorexia nervosa. 
Results: The average spinal, radial, and femoral bone mineral density in anorexic women 
was significantly lower than it was in normal control subjects. Concurrent with the low 
intake of nutrients by individuals with anorexia nervosa, low body weight, early onset and 
long duration of amenorrhea, low calcium intake, reduced physical activity, and bypercorti- 
solism appeared more likely to contribute to decreased bone mineral density than did other 
abnormal aspects of the disorder. Conclusions: Future research needs to address how such 
factors as amenorrhea and hypercortisolism affect bone mineral density in anorexia nervosa. 
Since no controlled trials of estrogen replacement or calcium supplementation in anorexia 
nervosa have been reported, the proper treatment for decreased bone mineral density is not 
known. However, the most obviously important intervention ts to encourage medical stabi- 





lization and weight gain. 
(Am J Psychiatry 1991; 148:768—774) 


here is currently considerable interest in the long- 

term adverse effects of anorexia nervosa on bone 
structure in patients with this disorder. Significant 
bone demineralization has been demonstrated with a 
variety of techniques both in case studies of fractures 
in women with anorexia nervosa and in research stud- 
ies of women with the disorder. It is not precisely clear 
what physiological, endocrine, and behavioral factors 
associated with anorexia nervosa contribute to bone 


demineralization. The available studies, however, sug- - 


gest a relatively consistent profile of the anorexic indi- 
vidual most at risk for significant bone demineralization. 

In this article we first briefly address the processes 
involved in normal bone mineralization. Second, we 
describe methods of assessing bone density and review 
studies that have examined bone density in anorexic 
women. Then, because of the relationship between re- 
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duced bone mineral density and fractures, a discussion 
of case reports of anorexic patients with fractures is 
presented. Next, the relationship between amenorrhea 
and reduced bone mineral density is discussed. Finally, 
we discuss other physiological variables involved in the 
maintenance of bone tissue that might be altered in 
anorexia nervosa and note directions for treatment. 


BONE FORMATION AND RESORPTION 


| 

Bone formation and resorption (remodeling) is a 
continuous process. When bone resorption outpaces 
formation, demineralization occurs, which leads to os- 
teoporosis. There are a number of chemical processes 
that appear to participate in the deposition and resorp- 
tion of mineral into and out of bone, which in turn are 
part of an overall mechanism: that controls serum cal- 
cium and phosphorus balance. 

Calcium and phosphorus are regulated by control- 
ling their absorption and excretion mainly through the 
actions of parathyroid hormone (PTH), 1,25 -dihy- 
droxyvitamin D, and calcitonin. PTH acts to maintain 


a balance between serum levels of calcium and phos- 


phorus by increasing resorption of these minerals from 
bone. Secretion of PTH increases when calcium levels 
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TABLE 1. Results of Controlled Photon Absorptiometry Studies of Bone Density in Female Anorexic Patients 


Bone Mineral Density 
(percent of control value) 


Study Age Group Diagnosis N Radius Spine Femur 
Biller et al. (7) Adults Anorexia nervosa 19 97 63° 
Adolescents Anorexia nervosa 7 103 31° 
Treasure et al. (8) Adults Anorexia nervosa 31 93° 32° ai: 
Newman & Halmi (10) Adults Anorexia nervosa 18 857 93 
Bulimia nervosa 12 95 101 
Mazess et al. (11) Adults Anorexia nervosa 10 797 877 
Davies et al. (12) Adults Anorexia nervosa 26 88° E57 
Anorexia/bulimia nervosa 26 90° o” 
Bulimia nervosa 11 94 G7 
Bachrach et al. (13) Adolescents Anorexia nervosa 18 94 79° 
Rigotti et al. (14) Adults Anorexia nervosa 27 82° 
Rigotti et al. (15) Adults Anorexia nervosa 18 893 
Joyce et al. (16) Adults Anorexia nervosa 8 95 89 85" 
Bulimia nervosa 17 97° 98 947 
Eating disorder not otherwise 8 87 877 77° 
specified 
Anderson et al. (unpublished) Adults Anorexia nervosa (restricting) 27 907 
Anorexia nervosa (bulimic subtype) 35 837 
Bulimia nervosa (history of anorexia) 15 90° 
Bulimia nervosa 13 101 


“Significantly different from control value. 


drop and decreases when calcium levels increase. This 
hormone facilitates retention of calcium and decreases 
retention of phosphorus through the kidney. PTH also 
increases the conversion of 1,25-dihydroxyvitamin D 
from its precursor, 25-hydroxyvitamin D, in the kid- 
ney (1). 

1,25-Dihydroxyvitamin D, which is produced in the 
skin (as well as in the kidney) with exposure to ultra- 
violet light, directly stimulates the intestinal absorp- 
tion of calcium and phosphorus. 1,25-Dihydroxyvita- 
min D also stimulates synthesis of collagen, alkaline 
phosphatase, and osteocalcin in the osteoblasts. Osteo- 
calcin and alkaline phosphatase levels reflect the activ- 
ity of the csteoblasts, which are the bone cells respon- 
sible for laying down the organic matrix and guiding 
the mineralization of bone (1, 2). 

Calcitonin prevents bone resorption by decreasing 
calcium resorption from bone. Through this action 
and by increasing excretion from the kidney, serum 
levels of calcium are kept from rising too high. 

Other hormones regulate and modify the effects of 
PTH, 1,25-dihydroxyvitamin D, and calcitonin. For 
example, although its actions on bone are not well 
understood. estrogen is thought to aid in the regulation 
of serum calcium by the enhancement of intestinal and 
renal absorption and may facilitate the maintenance of 
bone by inhibiting the secretion of bone resorption 
` promoters (1). 


ANOREXIA NERVOSA AND BONE MINERAL 
DENSITY 


Several methods for measuring bone mineral content 
have been used in experiments examining bone min- 


Am J] Psychiatry 148:6, June 1991 


eral loss in anorexic patients. Perhaps the most precise 
measure of bone density can be obtained by using pho- 
ton absorptiometry. In single photon absorptiometry, 
developed by Cameron and Sorenson (3), bone mineral 
thickness is measured by scanning a collimated radio- 
active source over the bone. The beam intensity is meas- 
ured with a scintillation detector after it passes 
through both soft tissue and kone. This method is best 
used for the appendicular skeleton (1.e., predominantly 
cortical bone in the arms and legs) (4). In dual photon 
absorptiometry, two separate photon energies are 
passed through bone and soft tissue in the axial skel- 
eton (i.e., trabecular bone). The two separate energies 
are then measured, and the mass per unit area (grams 
per square centimeter) can be derived from both (4). 
Such a method is advantageous because of variation in 
bone marrow fat, which may be altered in anorexia 
nervosa (5, 6). However, it has been suggested that 
single photon absorptiometry is sufficient, especially 
for longitudinal studies, since a lower level of radiation 
is involved. Further, measures of bone minerai density 
taken with single photon absorptiometry correlate 
strongly with those taken with dual photon absorpti- 
ometry in the same individual (7). 

Most reports of experiments using single and/or 
dual photon absorptiometry show that average bone 
mineral density is significantly lower in the lumbar 
spine and femoral neck in persons with anorexia ner- 
vosa than in normal persons (8—13). Lower bone min- 
eral density in the radius has been found in some (8, 
12, 14, 15) but not all (7, 13, 16) cases. Although bone 
remodeling occurs in both cortical and trabecular ar- 
eas of bone, the more metabolically active bone is the 
trabecular portion; the lumbar spine contains 50% 
trabecular bone and the neck of the femur and the 
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TABLE 2. Results of Controlled Radiographic Studies of Bone Density in Female Anorexic Patients 


Study Age Group Diagnosis 

Crosby et al. (17) Adults Anorexia nervosa 
Ayers et al. (18) Adolescents Anorexia nervosa 
Lacey et al. (19) Adolescents Anorexia nervosa 


“Significantly different from control value. 


radius only 25% (15). Thus, it is possible that the 
difference in results in these reports occurred because 
the lumbar spine may best show the effect of anorexia 
nervosa on bone tissue. However, recent reports (11, 
13) showed that the total skeletal mineral content in 
anorexic women (measured by whole-body dual pho- 
ton absorptiometry) was 25% less than that in normal 
women. 

Other studies measuring bone mineral density in pa- 
tients with anorexia nervosa have used radiographs, 
the accepted technique prior to the availability of ab- 
sorptiometry. Although this technique may not be as 
precise as photon absorptiometry, there have been 
consistent reports of decreased bone density in patients 
with anorexia nervosa. For example, Crosby et al. (17) 
found that the cortical area of the second metacarpus 
of the left hand was significantly lower in anorexic 
individuals than in normal subjects. Ayers et al. (18), 
using a microscopic measuring magnifier, found sig- 
nificant reduction of cortical thickness in the second 
metacarpus of the nondominant hand in anorexic sub- 
jects compared to that of control subjects. Lacey et al. 
(19) also found evidence of bone demineralization in 
18 patients with anorexia nervosa who were under 18 
years of age. Bone demineralization was determined by 
comparing radiographs of the radius, ulna, and carpal 
bones of patients with anorexia nervosa to the radio- 
graphs published by Greulick and Pyle in 1959. The 
radiological age cf the bones of the anorexic patients 
was less than their chronological age, and the authors 
concluded that anorexia nervosa contributes to a ces- 
sation of bony development. 

Table 1 shows the results from controlled studies 
measuring bone density with photon absorptiometry, 
and table 2 shews results with radiographic tech- 
niques. The experimental results we have reviewed in- 
dicate that, on average, a large number of anorexic 
patients have lower bone density in the lumbar spine, 
radius, wrist bones, and femur than that of normal 
persons. 

Further, it appears that persons who have bulimia 
nervosa with concurrent or prior anorexic symptoms 
are more likely to have decreased bone density than 
those who have bulimia nervosa without such symp- 
toms (10, 12, 15, and unpublished 1990 paper by A. 
Anderson and N. LaFrance). 

While there is some evidence that decreased bone 
mineral density can be reversed following refeeding 
(9), it is not known how quickly density is restored, to 
what degree it is restored, and in what percentage of 
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Carpal Bone Measure 


Bone cortical area=79% of control value* 

Bone age=1—2 SD below normal in 11 patients 

Average radiological age=15.6 years; average chronological 
age= 18.4 years 


patients. One study (20) suggested that even after re- 
feeding, bone density continues to decrease. Another 
study (14) indicated that there was no change in cor- 
tical bone density following recovery from anorexia 
nervosa. 


ANOREXIA NERVOSA AND BONE FRACTURES 


Case studies of women with anorexia nervosa who 
experience bone fractures reveal consistently that such 
women have bone mineral density levels significantly 
below normal. Compression fractures of the lumbar 
spine have been reported (21-23). In some anorexic 
patients, multiple fractures and/or sites of reduced 
bone mineral density have been reported. Baum et al. 
(24) reported a 25-year-old white woman who had 
bilateral fractures of the ulna after beginning a weight- 
lifting program. This individual had also suffered a 
stress fracture of the right femoral neck 3 years earlier, 
and bone mineral density was significantly lower than 
normal in the lumbar spine and femoral neck. Three 
cases of young anorexic patients (mean age=24 years) 
reported by Brotman and Stern (21) revealed fractures 
in the pelvis, humerus, and sternum in addition to frac- 
tures in the lower spine and osteoporosis of the lumbar 
spine. Szmukler et al. (23) reported five older women 
with anorexia nervosa (mean age=45.5 years), four of 
whom had at least two vertebral fractures. Bone den- 
sity of the distal ulna and spine showed osteoporosis. 
McAnarney et al. (25) reported a 25-year-old woman 
with anorexia nervosa who had a rib fracture possibly 
caused by forced vomiting. This individual also 
showed evidence of previous rib fractures. Recently, an 
anorexic subject with a hip fracture was noted to have 
bone densities that were 48% and 54% of normal in 
the spine and femur, respectively (11). 

No estimates of the prevalence of fractures among 
anorexic persons with decreased bone mineral density 
are available. However, recent unpublished data from 
our clinic (J. Salisbury et al., 1990) show that 22% of 
68 inpatients seen for treatment of eating disorders 
had spinal bone densities that were below the critical 
fracture threshold of 0.965 g/cm” (26). Newman and 
Halmi (10) reported that 10 of 18 anorexic patients 
had spinal bone densities at or below the fracture 
threshold. Additionally, in their unpublished 1990 pa- 
per, Anderson and LaFrance reported that 30% of the 
restricting anorexic subjects and 40% of the bulimic 
anorexic subjects in their study had bone densities be- 
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low the fracture threshold. Rigotti et al. (14) estimated 
that the incidence of fracture among their anorexic 
patients was seven times higher than normal. These 
data indicate that a large percentage of patients may be 
at risk for developing fractures. 


PATHOPHYSIOLOGY OF BONE DEMINERALIZATION 
IN ANOREXIA NERVOSA 


During anorexia nervosa, a number of physiological 
parameters are altered. We discuss first the relation- 
ship between estrogen, amenorrhea, and bone density 
in anorexia nervosa and then the role of calcium in- 
take, because estrogen is involved with the mainte- 
nance of calcium balance. These characteristics are dis- 
cussed in relation to postmenopausal women and 
female athletes, since a low serum estrogen level is 
characteristic of many women in both of these groups 
as well as women with anorexia nervosa. Finally, other 
physiological indices of bone function that may be in- 
volved in reduced bone mineral density in anorexia 
nervosa are discussed. 


Amenorrhea and Estrogen 


Serum estrogen levels are low during amenorrhea. 
Amenorrhea often occurs concomitantly with the on- 
set of anorexia nervosa, before significant emaciation 
occurs (7). Further, significant negative correlations 
have been reported between the duration of amenor- 
rhea and bone mineral density in some (7, 8, 14, 18) 
but not all (12, 13, 15, 16) studies. Correlations be- 
tween the duration of amenorrhea and bone mineral 
density range from —0.47 (8) to —0.53 (7). These cor- 
relations explain about 25% of the variance attribut- 
able to the differences in bone density. Thus, amenor- 
thea alone is not responsible for reductions in bone 
density. 

Because the onset of amenorrhea often occurs con- 
comitantly with anorexia nervosa, it is likely that the 
duration of anorexia nervosa will be similar to the 
duration of amenorrhea when patients are assessed. 
Accordingly, significant negative correlations between 
the duration of illness and bone density, ranging from 
—0.57 (15) to —0.63 (10), have been found. 

Since there is little evidence for direct effects of es- 
trogen on bone, such correlations probably reflect the 
effects of accruing food deprivation concurrent with a 
low serum estrogen level. Moreover, a significant cor- 
relation between degree of bone demineralization and 
serum estrogen level has not been demonstrated by 
most researchers. For the most part, studies have 
shown that serum estrogen levels are low in women 
with significant amounts of bone thinning (7, 9, 10, 
13). Some case studies also demonstrate that estrogen 
levels are lower than normal among anorexic women 
who suffer spinal fractures but not among those who 
do not (21). However, some anorexic women with 
amenorrhea may have low levels of estrogen without 
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exhibiting decreased bone mineral density, althcugh 
this finding may be explained by the relatively shorter 
duration of the anorexia nervosa (18). These findings 
suggest that the important factor is not the absclute 
level of estrogen but the duration of tima in which 
estrogen is low. 

Since bone remodeling occurs at a greater rate in 
childhood and adolescence than in adulthood, the age 
at onset of amenorrhea mav be important. Ayers et al. 
(18) showed that a greater degree of bone loss corre- 
sponded to onset of amenorrhea closer to menarche, 
and Biller et al. (7) noted that an onset of anorexia 
nervosa in adolescence, independent of duration, was 
related to decreased bone mineral density. 

The mechanisms by which serum estrogen levels de- 
crease in response to starvation are not well under- 
stood. Abnormalities of endocrine and hypothalamic 
function in patients with anorexia nervosa have been 
well documented (27), and decreased estrogen levels 
are usually attributed to food restriction rather than to 
a primary hypothalamic disorder (28). Fooc restriction 
may set the occasion for long-lasting hypothalamic 
dysfunction, since some neuroendocrine functions are 
not restored immediately after refeeding. Amenorrhea, 
for example, usually does not resolve immediatelv af- 
ter refeeding (29). Other neuroendocrine functions are 
similarly affected. For example, vasopressin secretion 
is abnormal in anorexic patients and can persist after 
weight restoration (30). 


Calcium Intake 


Estrogen regulates calcium mainly through the en- 
hancement of intestinal and renal absorption. Because 
anorexic patients have low serum estrogen levels, their 
requirement for calcium may be increased. Anorexic 
patients are sometimes (17) but not always (7) defi- 
cient in their intake of calcium. For example, differ- 
ences in average daily intake of calcium are not related 
to differences in radial bone density in patients with 
anorexia nervosa (13—15). However, the relationship 
between average daily intake of calcium and bone den- 
sity in normal persons cannot always be established, 
although individuals with osteoporosis tend to have 
lower calcium intakes than normal individuals (31). 
Additionally, although average daily intakes might be 
normal, the lower estrogen levels of patierts with an- 
orexia nervosa may reduce the efficiency of calcium 
absorption. However, it is not known to what extent 
such patients are able to adapt physiologically. In the 
typical patient with anorexia nervosa, serum levels of 
calcium and phosphorus are, for the most part, normal 
(7—9, 17, 18}. Thus, during starvation, serum calcium 
and phosphorus homeostasis takes precedence over the 
maintenance of bone tissue. 

Unfortunately, there are no controlled studies com- 
paring the bone mineral density of anorexic patients 
taking calcium and estrogen supplements to that of 
patients not taking such supplements. Preliminary data 
from our clinic suggest, however, that a long duration 
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of calcium supplementation in patients with anorexia 
nervosa may have a beneficial effect on lumbar bone 
mineral density (unpublished 1990 paper by J. Salis- 
bury et al.). In contrast, Rigotti et al. (14) reported that 
there did not appear zo be a beneficial effect of calcium 
supplements on radial bone mineral density in an- 
orexic patients. 

There are many reviews and studies of the efficacy of 
estrogen and calcium supplementation in the mainte- 
nance of bone density in other populations. For exam- 
ple, Heaney and associates (31, 32) reviewed studies 
that reported calcium supplementation in postmeno- 
pausal women. These reviewers concluded that cal- 
cium supplementation is partially effective in offsetting 
or reducing the rate of bone loss. In contrast, estrogen 
replacement in postmenopausal women and women 
whose ovaries have >een removed is very effective in 
the prevention of bone demineralization (33) and in 
reducing the risk of fracture (34). This treatment is 
most effective if started within 3 years of the loss of 
estrogen (35), and bone demineralization quickly re- 
sumes if estrogen is subsequently discontinued (36). 


Physical Activity 


Another factor thet contributes to the maintenance 
of bone density is physical activity. Since there are sim- 
ilarities between anorexia nervosa and some features 
of athletic training, it is instructive to examine the data 
regarding athletes with amenorrhea. Athletes with 
amenorrhea tend to have lower spinal bone density 
than athletes with normal menstrual cycles (37—40), 
are more likely to suffer from stress fractures (38, 40), 
and usually weigh less (39). 

Although estrogen deficiency is apparent in amenor- 
rheic athletes, these individuals have other character- 
istics that may play a role in decreased bone density. 
For example, age at the onset of training may be im- 
portant. Marcus et al. (39) studied both amenorrheic 
and eumenorrheic runners and found that not only did 
the amenorrheic runners have lower estrogen levels 
and bone density but they also had begun training at or 
before menarche. The earlier onset of training may 
have contributed to these athletes’ reduced bone min- 
eral density by delaying or slowing the maturation of 
bone, similar to findings in anorexic women (7, 18). 
Additionally, although a correlation between estradiol 
concentrations and reduced bone mineral density in 
athletes has not been found (37), a significant negative 
correlation between duration of amenorrhea and bone 
mineral density has been noted (41). Furthermore, 
amenorrheic athletes have been reported to have a 
slightly (but not significantly) lower intake of calcium 
and calories than control subjects (39, 40). These find- 
ings suggest that, as in the anorexia nervosa patient, 
estrogen plays an indirect role in the reduction of bone 
density. 

In contrast, there is evidence which suggests that 
some kinds of physical activity may prevent the loss of 
bone tissue. Athletes with amenorrhea have lower ver- 


7/2 


t 


I 


I 


tebral bone density than those with regular menses, 
but they haveia higher density than amenorrheic sed- 
entary women (39). In a report on women with ano- 
rexia nervosa' (15), the more active individuals had 
higher radial density than those who were less active. 
In another study (16), moderate exercise had a protec- 
tive effect but ‘strenuous activity had a detrimental ef- 
fect on bone mineral density in anorexic women. An- 
other study (13) found no relation between levels of 
activity and bone mineral density in women with 
anorexia nervosa. Heaney et al. (31) suggested that 
exercise may improve absorption of calcium, since ab- 
sorption efficiency decreases when patients are im- 
mobile. It has also been suggested that body weight 
itself enhances the mechanical stress of exercise on 
bone (42). Body weight (12) and body mass index (13) 
were positively correlated with bone mineral density in 
anorexic patients and normal control subjects. Thus, 
an extremely low body weight might attenuate the po- 
tential benefits of exercise for bone mineralization in 
women with anorexia nervosa. 


PTH and Alkaline Phosphatase 


Physiological indices of bone function, such as se- 
rum levels of PTH (7, 14, 15, 43) and alkaline phos- 
phatase (8, 9, 17, 18, 43), are normal in patients with 
anorexia nervosa. However, Matthews. et al. (44) 
showed that serum alkaline phosphatase rose from low 
levels in parallel with weight gain in eight young pa- 
tients (mean age=19 years) with anorexia nervosa, 
which they attributed to the resumption of bone 
growth. 


1,25-Dibydroxyvitamin D 


It is not clear whether other physiological factors 
that play a role in the maintenance of bone density are 
altered in anorexic patients. For example, levels of 25- 
hydroxyvitamin D and 1,25-dihydroxyvitamin D were 
shown to be normal by Rigotti et al. (14, 15). How- 
ever, Fonseca et al. (43, 45) found significantly lower 
serum concentrations of 25-hydroxyvitamin D as well 
as lower bone density in anorexic subjects than in con- 
trol subjects. Interestingly, levels of 1,25-dihydroxyvi- 
tamin D were normal (43). Fonseca et al. (45) attrib- 
uted the low levels of 25-hydroxyvitamin D to the 
lower exposure to sunlight experienced by their pa- 
tients in the United Kingdom. 

In their more recent report (43), Fonseca et al. noted 
that anorexic patients with: a reduced bone mineral 
index at the distal radius had significantly lower serum 
25-hydroxyvitamin D, estradiol, and osteocalcin levels 
than did control subjects. There were no differences 
between the anorexic patients and the control subjects 
in serum levels of 1,25-dihydroxyvitamin D, PTH, 
phosphate, calcium, magnesium, or alkaline phos- 
phatase. The authors attributed the osteopenia seen in 
these patients to the lower levels of osteocalcin (which 
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is indicative of lower osteoblastic activity) rather than 
to vitamin D deficiency or hyperparathyroidism. 


Cortisol 


Cortisol levels in anorexic patients are usually ab- 
normally high. Since excess glucocorticoids tend to in- 
hibit osteoblast proliferation and function (1), such 
hypercortisolism may contribute to the etiology of de- 
creased bone mineral density in anorexic patients. The 
elevated serum and urinary cortisol concentrations ap- 
pear to be due to increased production and decreased 
metabolic clearance (46, 47). Several reports have in- 
dicated that cortisol levels gradually decline during re- 
feeding and return to normal after weight restoration 
(7, 48, 49). In addition, a significant negative correla- 
tion (r=—0.43) between cortisol excretion and bone 
density was recently demonstrated by Biller et al. (7). 
These findings suggest a role for hypercortisolism in the 
reduced bone mineral density seen in anorexia nervosa. 


Growth Hormone 


There have been several reports of excessive levels of 
growth hormone in anorexic patients (50, 51). How- 
ever, the actions of growth hormone are not direct but 
mediated by the somatomedins, which are low in an- 
orexia nervosa. Interestingly, there is evidence that 
growth hormone may be able to increase the availabil- 
ity of 1.25-dihydroxyvitamin D (52). 


CONCLUSIONS 


The available data suggest that the features which 
put an anorexic patient most at risk for developing 
significant bone demineralization are extremely low 
weight, prolonged amenorrhea, onset of anorexia ner- 
vosa in adolescence or before, hypercortisolism, and 
relative inactivity. In addition to low intake of other 
nutrients, calcium intake may be low. In such patients, 
serum estrogen and perhaps vitamin D and osteocalcin 
levels are low, but overall, other laboratory values of 
importence to bone homeostasis are normal. Finally, 
although most anorexic patients reported to have 
lower bone mineral density were young women, pa- 
tients of all ages should be considered at risk if they 
have been amenorrheic for any length of time. 

Future experiments need to address more precisely 
the roles of calcium intake, exercise, estrogen, and 
other hormones in the anorexic patient with low bone 
mineral density. These factors have been studied in 
other populations but have been largely ignored in an- 
orexic patients with low bone mineral density. One 
possibility is a controlled, longitudinal study measur- 
ing the lumbar spinal density in anorexic patients be- 
fore recovery and repeatedly after recovery. Such a 
study would address how quicklv, to what extent, and 
in what percentage of patients bone density is recov- 
ered. The efficacy of estrogen and/or calcium supple- 
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mentation in maintaining or restoring bane mineral 
density in these patients also needs to be established. 
Results of these experiments couid suggest treatments 
for low bone mineral density in anorexic patients and 
describe more completely how bone homeostasis is al- 
tered during anorexia nervosa. 

Pending the results of controlled interver:tion trials, 
we can only speculate about the proper prevention and 
treatment of low bone mineral density in anorexia ner- 
vosa. The most important intervention is obviously to 
address the illness directly and encourage medical sta- 
bilization and weight gain. However, given the fact 
that the treatment of anorexia nervosa is often pro- 
longed and that many of these patients may be symp- 
tomatic for years, a strong case can be made for cycli- 
cal estrogen replacement therapy coupled with calcium 
supplementation. 
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Psychiatric Disorders in 36 Families With Wolfram Syndrome 


Ronnie Gorman Swift, M.D., Diane O. Perkins, M.D., Charles L. Chase, M.S.P.H., 


Debra B. Sadler, B.A., and Michael Swift, M.D. 


Objective: The purpose of this study was to test the hypothesis that heterozygous carriers 
of the gene for the Wolfram syndrome, who constitute about 1% of the population, are 
predisposed to significant psychiatric illness. The Wolfram syndrome is an autosomal reces- 
sive neurodegenerative syndrome in which 25% of the individuals who are homozygous for 
the condition have severe psychiatric symptoms that lead to suicide attempts or psychiatric 
hospitalizations. Method: The authors collected questionnaires, death certificates, and hos- 
pital records for blood relatives and their spouses in 36 families of individuals with the 
Wolfram syndrome and compared the proportion of blood relatives who had had psychiatric 
hospitalizations, had committed suicide, or had self-reported mental illness to the proportion 
of spouses with the same manifestations. Results: The proportion of blood relatives who had 
had psychiatric hospitalizations, had committed suicide, or had self-reported mental illness 
significantly exceeded the proportion of spouses with the same manifestations. Conclusions: 
Since heterozygous carriers of the gene for the Wolfram syndrome are 50-fold more common 
among the blood relatives than among the spouses, the larger proportion among blood 
relatives is evidence that heterozygous carriers of the gene for the Wolfram syndrome are 
predisposed to significant psychiatric illness. 


(Am J Psychiatry 1991; 148:775—779) 


dentitying the specific genes that predispose individ- 

uals to psychiatric illness appears to be a formidable 
task, Linkage to polymorphic DNA markers in family 
studies has led to the successful cloning of genes for 
many distinctive Mendelian syndromes (1-3). How- 
ever, no gene for any of the common psychiatric ill- 
nesses has been mapped unequivocally through linkage 
to DNA markers because 1) most families in which 
psychiatric disorders are prevalent do not show classic 
Mendelian inheritance patterns; 2) it is uncertain who 
in a family should be considered “affected,” given that 
established diagnostic categories may not correspond 
to genetic entities in a one-to-one fashion; and 3) genes 
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at different loci may predispose individuals to clinically 
indistinguishable illnesses (4). 

An approach (5) that has been successfully used to 
identify genes that predispose individuals to cancer, 
diabetes mellitus, or cardiovascular disease may be 
particularly well suited to finding some cf the genes 
that predispose individuals to psychiatric illness. Taere 
are autosomal recessive syndromes in which individu- 
als who are distinctively homezygous for the syn- 
dromes have an extraordinarily high rate of a common 
chronic disease. Heterozygous carriers of the gene for 
any single autosomal recessive syndrome represent 
0.5% to 1% of the general population when the prev- 
alence of individuals who are homozygeus for that 
syndrome is one in 40,000 to 160,000 (5). Thus, when 
heterozygous carriers of a specific gene have a high risk 
of a common disease, this gene must be considered 
important in predisposing members of the general pop- 
ulation to the common disease. For example, individ- 
uals who are homozygous for ataxia-telangiectasia 
have a risk of cancer that is 60- to 180-fold greater 
than that of their age-matched peers (6). A high rate of 
breast cancer in 110 families with ataxia-telangiectasia 
showed that the ataxia-telangiectasia gene may ac- 
count for 8%—18% of all breast cancers (7). 

The Wolfram syndrome is an autosomal recessive 
neurodegenerative syndrome defined by diabetes mel- 
litus and progressive optic atrophy, usually associated 
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with diabetes insipidus, deafness, an atonic bladder, 
and diverse neurological abnormalities (8). In a genet- 
ic-epidemiologic study of this syndrome, we found re- 
ports of psychiatric symptoms in the clinical records of 
41 of 68 patients who were homozygous for Wolfram 
syndrome (9) and frequent reports of such symptoms 
in their family members, To determine if the Wolfram 
syndrome gene also predisposed heterozygous carriers 
to psychiatric illness, we compared, in the families of 
these patients, the proportions of blood relatives and 
spouses who had had psychiatric hospitalizations, had 
committed suicide, and had self-reported mental illness. 


METHOD 


From 1983 through 1986, we wrote to endocrinol- 
ogists and ophthalmologists at major medical centers 
in the United States and to schools and institutes for 
the blind and asked them to refer any patients with 
Wolfram syndrome that they had seen. We identified 
68 patients with Wolfram syndrome, from 36 white 
families, who met our criteria for diagnosis (9). Fol- 
lowing procedures approved by our institution’s com- 
mittee on the protection of the rights of human sub- 
jects, patients and their families were contacted. To 
study the prevalence of disease in these 36 families, we 
asked that each parent, grandparent, sibling, aunt, un- 
cle, and first cousin and his or her spouse and the 
closest living relative of deceased persons complete a 
questionnaire. Relatives were asked to list each time 
they had been a patient in a hospital, except for acci- 
dents or childbirth, and to respond to a checklist of 
conditions described in lay terms. Signed medical re- 
leases were obtained and used to retrieve hospital 
records for all major hospitalizations. For deceased 
persons, death certificates were retrieved. Since the 
original focus of the family study of Wolfram syn- 
drome was to determine the prevalence of diabetes, no 
specific questions about hospitalizations for mental ill- 
ness or symptoms of mental illness were asked, except 
for two checklist items that asked, “Have you ever had 
mental illness?” and “Have you ever had chronic ner- 
vous trouble?” 

Questionnaires were completed for 522 blood rela- 
tives and 365 spouses. When the questionnaires, hos- 
pital records, and death certificates were received, the 
following items were entered into a computer file: 1) 
responses to each checklist item; 2) diagnoses from 
hospital records or doctors’ notes, coded by a research 
assistant who used JCD-8 codes; and 3) underlying 
and contributory causes of death from death certifi- 
cates that were coded by a trained nosologist. 

The 36 families contained 1,434 nonproband family 
members aged 20 years or older. We excluded 326 of 
them from the analyses we report here for the follow- 
ing reasons: lost to the family for follow-up (N=30); 
currently living, or died, in a country other than the 
United States (N=26); died before 1930 (N=12); liv- 
ing persons from whom we could not obtain a ques- 
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TABLE 1. Married or Widowed Blood oe and Spouses in 36 
Families With Wolfram Syndrome ' 


. Number of Blood Relatives 


Probability of 
Heterozygosity” 
Age Total 1.00 0.50 0.25 Spouses 
(years)?  (N=543) (N#=78) (N=275) (N=190) (N=398) 
20-29 55 1 8 46 $2 
30-39 93 5 11 77 96 
40-49 113 19 44 50 91 
50-59 90 27 48 15 53 
60-69 85 19 64 2 51 
70-79 73 4 69 0 38 
80-89 29 2 27 0 15 
90-99 5 1 © 4 0 2 


„At death or end of study. 
>The probabilities of heterozygosity, based on the relationship ta the 
homozygous individual, were assigned as follows: parents, 1.00; 
grandparents, aunts, and uncles, 0.50; and first cousins, 0.25. 


tionnaire (N=146); one proband refused to give us 
permission to contact the father’s relatives (N=23); 
siblings of probands (N=52); and spouses of siblings 
of probands (N=37). The remaining 1,108 persons 
included 941 who were married or widowed (543 
blood relatives and 398 spouses). All comparisons 
were based only on the married or widowed blood 
relatives and spouses, since a higher proportior. of 
mental illness, might be expected among single adult 
blood relatives. Further, the probands’ siblings were 
excluded from comparisons because they might be un- 
recognized homozygous individuals; individuals who 
are homozygous for Wolfram syndrome have been 
shown to have a high rate of psychiatric illness (9). 

The hypothesis that the Wolfram syndrome gene 
predisposes the individual to psychiatric illness was 
tested by comparing the blood relatives to the spouses 
for 1) the proportion with psychiatric hospitalizations 
or suicides, 2) the proportion who responded “yes” to 
the question about “mental illness,” and 3) the pro- 
portion who responded “yes” to the question about 
“chronic nervous trouble.” The odds ratios and Man- 
tel-Haenszel chi-square statistics for age-stratified 
data, and corresponding p values, were calculated 
(10). The spouses were an appropriate comparison 
group because they were of comparable ages and 
shared ethnic origins and adult environments with the 
blood relatives. 

The number of psychiatric hospitalizations and sui- 
cides are objective data that reflect severe behavioral 
disturbances that are unaffected by diagnostic incon- 
sistencies. To determine which relatives had psychiat- 
ric hospitalizations, the complete records of each per- 
son for whom the items relating to mental illness or 
chronic nervous trouble were answered “yes,” or for 
whom an ICD-8 code between 290.0 and 309.9 (psy- 
choses; other mental disorders) was recorded, were re- 
trieved and reviewed blind as to blood relative or 
spouse status. The earliest age of documented psychi- 
atric illness was determined from the available records. 
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TABLE 2. Psychiatric Illness in Married or Widowed Blood Relatives and Spouses in 36 Families With Wolfram Syndrome and 110 Fami- 
lies With Ataxia-Telangiectasia 


Wolfram Syndrome Ataxia-Telangiectasia 


Blood Relatives Spouses Blood Relatives Spouses 
(N=543) (N=398) (N=1,595) (N=1,100) 
Age-Adjusted Age-Adjusted Age-Adjusted Age-Adjusted 
Measure of Psychiatric Illness N Proportion N Proportion N Proportion N Proportion 
Psychiazric hospitalization or 
suicide 12 0.019° 2 0.004 10 0.006 7 0.007 
Self-reported “mental illness” 12 0.019° 2 0.005 15 0.010 8 0.011 
Self-reported “chronic nervous 
trouble” 30 0.055° 7 0.017 45 0.031 20 0.025 


“Versus spouses in families with Wolfram syndrome, odds ratio=4.47 (Mantel-Haenszel chi-square [age-stratified] p=0.04); versus blood 
relatives in families with ataxia-telangiectasia, odds ratio=3.58 (p=0.002). 
Versus spouses in families with Wolfram syndrome, odds ratio=4.27 (p=0.05); versus blood relatives in families with atax-a-telangiectasia, 
odds ratio=2.22 (p=0.05). 

“Versus spouses in families with Wolfram syndrome, odds ratio=3.12 (p=0.009); versus blood relatives ir. families with ataxia-telangiectasia, 


odds ratio= 1.88 (p=0.02). 


For statistical comparisons, patients were counted as 
having a psychiatric hospitalization only if their rec- 
ords were identified through these computer searches 
and we had received the medical records from the hos- 
pitalization or if another medical record made an ex- 
plicit reference to the psychiatric hospitalization. Pa- 
tients were considered to have committed suicide only 
if we received a death certificate that listed suicide as 
the cause of death. 

To evaluate the possibility that the differences we 
observed between the blood relatives and spouses in 
the families with Wolfram syndrome were a conse- 
quence of the study design, we performed the same 
analyses of comparable data collected from 110 white 
families with ataxia-telangiectasia (7). We also com- 
pared the findings for the families with Wolfram syn- 
drome and those with ataxia-telangiectasia. Ataxia- 
telangiectasia is an autosomal recessive syndrome in 
which individuals who are homozygous for the condi- 
tion experience progressive cerebellar ataxia and other 
neurological manifestations and die in adolescence or 
early adult life from cancer or progressive pulmonary 
disease (6). In the 110 families with this condition, 
there were 1,595 blood relatives and 1,100 spouses 
who were aged 20 or older and were married or wid- 
owed. Completed questionnaires were received for 
1,433 blood relatives and 925 spouses. 


RESULTS 


The following analysis was based on 543 blood rel- 
atives and 398 spouses in the families with Wolfram 
syndrome, who were aged 20 or older and were mar- 
ried or widowed (table 1). As shown in table 2, a sig- 
nificantly larger proportion of blood relatives than 
spouses in the families with Wolfram syndrome had 
had a psychiatric hospitalization or had committed 
suicide or had self-reported mental illness or chronic 
nervous trouble. Four of the blood relatives had com- 
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mitted suicide, and two others had attempted to com- 
mit suicide. Among the psychiatrically ill blood rela- 
tives, nine had responded “yes” to the checklist item 
for mental illness. 

In addition to these documented psychiatric illnesses 
in the statistical analyses, one blood relative in a family 
with Wolfram syndrome had a clear secondary men- 
tion of a psychiatric hospitalization that was not re- 
trieved by searching through illness codes or checklist 
responses; three other blood relatives and one spouse 
reported psychiatric hospitalizations for which the rel- 
evant hospital records could not be retrieved. One sib- 
ling of a proband committed suicide. 

Ataxia-telangiectasia is similar to Wolfram syn- 
drome in that there is a high morbidity in adolescence 
and early adult life. In the families with this condition, 
however, the proportions of blood relatives with evi- 
dence of psychiatric illnesses were very similar to those 
of the spouses (table 2). Furthermore, psychiatric hos- 
pitalizations, suicides, and self-reported mental illness 
and chronic nervous trouble were significantly more 
common in blood relatives in families w:th Wolfram 
syndrome than in blood relatives in families with atax- 
ia-telangiectasia. No differences between the spouses 
in the two groups of fam:lies were significant at the 
0.05 level. 

Seven of the psychiatrically ill blood relatives in the 
families with Wolfram syndrome had had multiple 
psychiatric hospitalizations. For nine of the 12 blood 
relatives who had had a psychiatric hospitalization or 
who had committed suicide, the earliest documenta- 
tion of their psychiatric illness was before 45 years of 
age. Seven of the 12 were diagnosed as having depres- 
sion or were described as depressed, and four were 
described as violent, angry, or hostile or had trouble 
with authority. Three of the hospitalized patients had 
evidence of psychotic thinking, and three kad evidence 
of organic brain syndrome or had periods of confusion. 

The parents of homozygous offspring and certain 
grandparents in consanguineous families are obligate 
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TABLE 3. Psychiatric Illness in Obligate Heterozygote Relatives of 
Prabands With Wolfram Syndrome 


Relation- 
ship to Age 
Subject Proband § (years}* Psychiatric Findings 

1 Father 53 Hospitalized for “depressive 
neurosis” after tranquilizer 
overdose; treated with ami- 
triptyline, nortriptyline, and 
thioridazine; “not coopera- 
tive with his treatment” 

2 Mother 55 Self-report of “chronic nervous 
trouble” 

3 Mother 52 Hospitalized after drug over- 
dose at age 17; medical rec- 
ords could not be retrieved 

4 Mother 32 Hospitalized at age 27 for 
“nerves”; medical records 
could not be retrieved 

5 Mother 53 Hospitalized at ages 33 and 63 
for persistent dysphagia, 
weight loss, and anorexia 
without organic cause; 
treated with imipramine 

6 Father 60 Hospitalized twice for “manic- 


depressive illness”; commit- 
ted suicide with a gun 


“At death or end of study. 


heterozygous individuals; they must carry the Wolf- 
ram syndrome gene. Of the 78 obligate heterozygous 
individuals in the study (ages 27 to 91; median=54 
years), six stated that they had either mental illness or 
chronic nervous problems. Five of these reported psy- 
chiatric hospitalizations, although we could obtain 
medical records for only three (table 3). 


DISCUSSION 


Each blood relative studied in the families with Wolf- 
ram syndrome had a prior probability of carrying the 
Wolfram syndrome gene of 0.25, 0.50, or 1.00, while 
approximately 1% (the prevalence of heterozygous in- 
cividuals in the general population, estimated from 
cur unpublished data) of the spouses were heterozy- 
gous for Wolfram syndrome. Thus, the highly signifi- 
cant difference between the blood relatives and spouses 
in the proportion of persons who had had psychiatric 
hospitalizations or had committed suicide or who had 
self-reported mental illness is the first evidence that 
individuals who are heterozygous for Wolfram syn- 
drome are predisposed to psychiatric disorders. 

From the dara in table 2, it is possible to estimate the 
magnitude of the risk of psychiatric hospitalization or 
suicide associated with heterozygosity for Wolfram 
syndrome. The observed odds ratio comparing blood 
relatives and spouses was 4.47. Since approximately 
one-half of the 543 blood relatives were actually het- 
erozygous for Wolfram syndrome (table 1), this is 
roughly equivalent to a greater than eightfold risk for 
carriers of the Wolfram syndrome gene compared to 
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noncarriers. If this estimate is confirmed with more 
exact techniques (11) after the Wolfram syndrome 
gene is mapped or cloned, individuals heterozygous for 
Wolfram syndrome might account for almost 8% of 
all psychiatric hospitalizations or suicides in the United 
States if they represent 1% of the general population. 

Psychiatric hospitalizations and suicides are objec- 
tive events that can be counted reliably from hospital 
records and death certificates; the observed difference 
between the blood relatives and the spouses does not 
depend on arbitrary diagnostic categories. Although 
such records may underestimate the true prevalence of 
psychiatric disorders in these families, such underesti- 
mation is equally likely in both groups. Nondifferential 
underestimation may, in fact, lead to an underestimate 
of the difference between the two groups (10). Further, 
the comparison of blood relatives and spouses under- 
estimates the difference between individuals who are 
heterozygous for Wolfram syndrome and those who 
do not carry the gene, since many of the blood relatives 
are not carriers of the Wolfram syndrome gene. The 
observed differences were not a consequence of our 
research design; since they were not found in the 110 
families with ataxia-telangiectasia, who were studied 
in exactly the same way. 

The prevalence of psychiatric hospitalizations and 
self-reported mental illness in this study should not be 
compared to prevalence estimates in epidemiologic 
studies that use different criteria for counting “‘cases”’ 
(12). Further, rates of psychiatric illness vary with age 
and differ widely among various ethnic groups and 
socioeconomic classes; while age matching or age ad- 
justment is possible, it is not possible to identify a 
study population that is well matched for ethnicity or 
socioeconomic class to the set of families with Welf- 
ram syndrome in the present study. 

The most prominent psychiatric manifestations in 
individuals who are homozygous for Wolfram syn- 
drome are depression, violent or assaultive behavior, 
and organic brain syndrome (9). Each of these was 
observed at a high frequency in the psychiatrically ill 
blood relatives in families with Wolfram syndrome, 
which suggests that these may be specific psychiatric 
symptoms associated also with heterozygosity for the 
Wolfram syndrome gene. The range of psychopathol- 
ogy associated’ with this gene can be determined pre- - 
cisely once heterozygous carriers can be identified with 
specific DNA probes. 

Since the Wolfram syndrome is a classic Mendelian 
autosomal recessive syndrome, the gene for the syn- 
drome can be mapped and cloned by using established 
molecular genetic techniques. When the Wolfram syn- 
drome gene is tightly mapped to highly polymorphic 
markers, the association of this gene with psychiatric 
illness can be tested rigorously in families with Wolf- 
ram syndrome by using a new genetic method (11), 
and the range of psychopathology associated with the 
gene can be determined. Although there are no clinical 
or pathological clues to the metabolic action of the Wolf- 
ram syndrome gene, the mutated protein can be charac- 
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terized through positional cloning. Understanding the 
metabolic action of the Wolfram syndrome gene will lead 
to specific effective measures to prevent or treat the psy- 
chiatric illness associated with this gene. 

There are approximately 300 autosomal recessive 
syndromes that produce mental illness, dementia, or 
mental retardation in individuals who are homozygous 
for the syndromes (13); for each of these it is possible 
that there are clinically significant psychiatric effects in 
heterozygous carriers. The strategy outlined for the 
Wolfram syndrome gene can be applied to any of 
these syndromes. Identifying genes that predispose in- 
dividuals to psychiatric disorders and understanding 
their metabolic basis will lead, in many instances, to 
effective preventive or treatment measures for these 
disorders. 
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Conditions Not Attributable to a Mental Disorder: 
An Epidemiological Study of Family Problems 


John M. de Figueiredo, M.D., Sc.D., Heidi Boerstler, Dr.P.H., and Lisa O’Connell, B.A. 


Objective: The objective of this research was to identify and measure the differences 
among three groups of psychiatric outpatients: those with family problems but without 
mental disorders, those with both family problems and mental disorders, and those with a 
mental disorder but without family problems. DSM-III V code conditions (conditions not 
attributable to a mental disorder) other than family problems do occur, but family problems 
were chosen because of their importance. Method: All patients admitted to, an outpatient 
psychiatric clinic during a 2-year period were studied (N=382). Of these, 92 had V code 
conditions unrelated to family probiems and were excluded. Data are presented on the 
remaining 290 patients. Sociodemographic variables, DSM-III diagnoses, source of referral, 
previous and subsequent use of outpatient services, and type of family problem were exam- 
ined. Patiexts were from a low-income population and came from three ethnic groups (white, 
black, and Hispanic). Results: Among whites, more men than women had family problems 
without mental disorders; among blacks, more women than men had family ‘problems with 
and without mental disorders. Marital problems occurred most frequently in the group with 
family problems without mental disorders, and married subjects were more likely to have a 
V code condition. Professional referrals were more common than other referral sources in all 
three groups. However, family problems without mental disorders were moreilikely to occur 
among those who were referred by their families and had never had psychiatric treatment; 
patients with family problems and mental disorders were more likely to be self-referred and 
to have been previously treated; those with a mental disorder but without family problems 
were usually referred by professionals and almost always had been previously, treated. There 
appeared to be underreporting of family problems among those with family:problems and 
mental disorders and among black men with family problems with and without mental 
disorders. Conclusions: More research is needed on the patterns of use of outpatient psy- 
chiatric services by individuals with family problems and other V code conditions. 


(Am J Psychiatry 1991; 148:780—783) 


Ithough current estimates of the incidence and 

prevalence of mental disorders in the United 
States are now availakle, relatively less is known about 
the epidemiology of DSM-III V code conditions. These 
conditions are a focus of professional attention and 
treatment, but they are not attributable to a mental 
disorder. Examples include marital problems, parent- 
child problems, and other specified family circum- 
stances. These family problems are important largely 
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because of the reciprocal impacts of family dynamics 
and many, if not all, mental disorders (1-5). 

The objective of this research was to identify and 
measure the differences among three groups of low- 
income psychiatric outpatients: those with family 
problems but without mental disorders, those with 
both family problems and mental disorders, and those 
with a mental disorder but without family problems. 
Low-income groups were chosen because both family 
problems and major mental disorders are quite com- 
mon in these groups (6, 7). | 
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METHOD 

The study setting was a university- -affiliated, outpa- 
tient mental health clinic serving a low-income, inner- 
city population that resided within a catchment area. 
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The study group consisted of all patients admitted to 
the clinic during a 2-year period. Patients with primary 
diagnoses of alcoholism or substance abuse were ex- 
cluded; they were referred elsewhere. A comprehensive 
evaluation of each patient admitted was conducted by 
both a psychiatrist and a nonphysician psychothera- 
pist. The Psychiatric Status Schedule (8) was com- 
pleted, and diagnoses were based on DSM-III criteria. 
Family problems were defined as expressed conflicts 
between or among family members. A problem check- 
list was used to note whether a patient had a marital 
problem, a parent-child problem, or other specified 
family circumstances. Bivariate analyses were used to 
study tne relationships between V code category and 
race-ethnicity and gender, marital status, DSM-III di- 
agnosis, source of referral, and use of outpatient services. 


RESULTS 


During the 2-year study period 382 patients were 
admitted to the clinic, with 85.0% coming from Hol- 
lingshead-Redlich class V (the lowest socioeconomic 
class) and 15.0% from class IV (6). Of these, 92 
(24.0%) kad no V code conditions related to family 
problems but had other V code conditions and were 
excluded. Table 1 shows the distribution of V code 
conditions in the remaining 290 patients. 

Marital problems occurred most frequently among 
the 37 subjects with single V code conditions in the 
group with family problems but without mental disor- 
ders (45.9%, N=17). Other specified family circum- 
stances occurred most frequently among the 120 sub- 
jects with single V code conditions in the group with 
both family problems and mental disorders (51.7%, 
N=62), Although marital problems and parent-child 
problems occurred in a small proportion of subjects 
(4.5%), about 25% of those in the group with family 
problems alone had both parent-child problems and 
other specified family circumstances, a combination 
that did not occur in the group with family problems 
and mental disorders. 

Gender distribution differed by race-ethnicity. 
Among blacks, more women than men had family 
problems without (60.4%) and with (69.8%) mental 
disorders. Among whites, however, the same propor- 
tion of men and women (50.0%) had family problems 
and mental disorders; slightly more women (57.1%) 
had mental disorders but no family problems; and 
more men (61.1%) had family problems but no mental 
disorders. The percentage of patients with a V code 
condition was greater among those who had ever been 
married (86.0%) than among those who had never 
married (68.0%). In fact, about one-third (31.7%) of 
those who had never married had no identifiable V 
code condition. 

In all three study groups, subjects were significantly 
more likely to be referred by professional agencies (i.e., 
mental health or other health agency or the court) than 
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to be self-referred. These professional referrals, how- 
ever, were less common in the groups with family 
problems and mental disorders (48.9%, N=67) and 
family problems alone (44.2%, N=34) than in the 
group with mental disorders but no family problems 
(55.3%, N=42). When these professional referrals 
were excluded from the analysis, subjects with family 
problems alone were most likely to be referred by their 
families (58.1%), those with family problems and 
mental disorders were usually self-referred (52.9%), 
and those with mental disorders but no family prob- 
lems were likely to be self-referred (47.0%) or referred 
by their families (50.0%). 

The majority of subjects with tamily prcblems alone 
(59.7%) had never before contacted the mental health 
treatment system. A smaller proportion of subjects 
with family problems and mental disorders had not 
previously used psychiatric services (37.2%). Subjects 
with mental disorders alone had usually been previ- 
ously treated at a mental hospital (40.0%) or at a men- 
tal health center (31.0%). 

In this study population, the median number of out- 
patient visits after the initial contact with the clinic was 
10. This number was used to classify the patients into 
high users (more than 10 visits) and low users. The 
relationship between this variable and the type of V 
code category was statistically significan:. After con- 
trolling for availability of mate or spouse and/or child, 
we examined differences among the three study groups 
in the mean number of outpatient visits following the 
initial contact with the clinic. Tae mean+SD numbers 
of outpatient visits were 8.3+9.2 for those with family 
problems alone, 25.6+39.9 for those with family 
problems and mental disorders, and 27.5+31.2 for 
those with mental disorders alone. Scheffé (9) post hoc 
pairwise comparisons of the three groups revealed that 
those with family problems and mental disorders and 
those with mental disorders alone were not signifi- 
cantly different in terms of the mean number of out- 
patient visits, whereas all other pairwise comparisons 
of group means were statistically significant (p<0.05). 


DISCUSSION 


The differences among the three study groups in 
terms of gender and race-ethnicity may, at least in part, 
reflect underlying cultural differences. White men, for 
example, may be more willing to admit to family prob- 
lems than are black and Hispanic men, thus producing 
among whites a more uniform distribution by gender 
of family problems and mental disorders. The male- 
female ratio for family problems and mental disorders 
was 0.47 for Hispanics, 0.43 for blacks, and 1.00 for 
whites. For family problems alone, the male-female 
ratio was 0.57 for Hispanics, 0.66 for blacks, and 1.57 
for whites. 

Both psychiatric and social services are badly needed 


781 
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TABLE 1. DSM-III V Code Conditions Related to Family Problems in Low-Income Psychiatric Outpatients (N=290) 


Family Family ' Mental 
Problems, No Problems and Disorders, No 
Mental Disorders Mental Disorders Family Problems 
(N=77) (N=137) (N=76) 
Variable? Total N %o N ' % N % 
V code condition | | 
Marital problem 65 17 26.2 48 73.8 0 0.0 
Parent-child problem 18 8 44.4 10 55.6 0 0.0 
Other specified family circumstances 74 12 16.2 62 83.8 0 0.0 
Marital and parent-child problems 13 4 30.8 9 69.2 0 0.0 
Marital problem and otner specified family | 
circumstances 13 13 100.0 0 0.0 0 0.0 
Parent-child problem and other specified 
family circumstances 19 19 100.0 0 ' 0.0 0 0.0 
Marital and parent-child problems and 
other specified family circumstances a2 4 33.3 8 66.7 0 0.0 
Fiace-ethnicity and gender : 
White 
Men 32 11 34.4 12 37.5 9 28.1 
Women 31 7 22.6 12 38.7 12 38.7 
Black 
Men 50 19 38.0 19 38.0 12 24.0 
Women 95 29 30.5 44 46.2 22 23.2 
Hispanic 
Men 28 4 14.3 16 57:41 8 28.6 
Women 54 7 13.0 34 63.0 13 24.0 
Marital status® | 
Never married 142 37 26.0 60 42.2 45 31.7 
Married 64 29 45.3 26 40.6 9 14.0 
Separated, divorced, marriage annulled 73 10 13.7 46 63.0 17 23.3 
Widowed 11 1 9.1 5 45.4 5 45.4 
ESM-II diagnosis? : 
Schizophrenia/schizoaffective ee 46 0 0.0 23 50.0 23 50.0 
Affective disorder 36 0 0.0 24 66.7 12 33.3 
Adjustment disorder 56 0 0.0 41 73.2 D 26.8 
Other axis I disorder 51 0 0.0 31 60.8 20 39.2 
Axis II disorder 24 0 0.0 18 75.0 6 25.0 
Source of referral" . 
Self 68 15 22.0 37 54.4 16 23:9 
Family 67 25 37.3 25 37.3 17 25.4 
Mental health agency 81 14 17.3 40 49.4 27 33.3 
Court 16 11 68.7 4 25.0 1 6.2 
Other health agency 46 9 19.6 23 50.0 14 30.4 
Other 12 3 25.0 8 66.7 1 8.3 
Outpatient services : 
Previous use 119 46 38.7 $1 42.9 22 18.5 
More than 10 visits® 137 19 13.9 Z5 54.7 43 31.4 
pine mean+SD ages of the three groups were 31.6+14.6, 34.8+13.6, and 35.9413.8 years, respectively (F=2.09, df=2, 1, p=0.13). 
by2=17.2, dé=10, p=0.07. 
x. =26.5, df=6, p<0. 001. 
x7=7.6, df= 4, p=0. 11. 
e 228 5, df=10, p=0.001. 
S=16. 5, df=2, p<0.001. 
8%°=21 4, df= 2, p<0.001. 
in low-income groups. This appears to have been ob- previous psychiatric treatment among patients with 


vious to health agencies and to the courts because 44% mental disorders but no family problems. Such pa- 
of the patients with family problems alone were re- tients are probably less likely :to get married and have 


ferred by these professional groups. children and therefore less likely to have two of the 
The statistical association between marital status three V code conditions. | 
and the V code group was expected, given that two of Differences in diagnosis between the group with 


the three V codes examined had to do with marital or family problems and mental disorders and the group 
parent-child problems. This association may also ex- with mental disorders alone were not statistically sig- 
plain other findings, e.g., the fact that only 50% of nificant. Although the numbers are small, this finding 
patients with schizopkrenia and schizoaffective disor- speaks against systematic bias associating the family 
der had family problems and the higher frequency of problems noted with the diagnoses. 
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The fact that the group with family problems and 
mental disorders and the group with mental disorders 
alone did not differ significantly in terms of the mean 
number of outpatient visits suggests that family prob- 
lems were underreported in the former group. In the 
group characterized by the coexistence of a mental dis- 
order and a family problem, no attempt was made to 
determine whether the family problem exacerbated or 
was a byproduct of the mental disorder. Co-occur- 
rence of disorders in clinic or hospital groups does not, 
of course, imply that the disorders coexist in the gen- 
eral population (Berksonian fallacy [10]). 

This research should be repeated using ratings on 
axes IV and V of DSM-III-R, psychiatric diagnoses 
obtained by structured instrument, and clinicians’ 
views on the etiology of the family problem. Future 
research should be aimed at monitoring the use of 
mental health services by individuals with family prob- 
lems in a variety of treatment settings. Treatment out- 
come studies are needed to establish the legitimacy of the 
use of mental health services for such social problems. 
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Severity of Depression and Response 
to Cognitive Behavior Therapy | 


Michael E. Thase, M.D., Anne D. Simons, Ph.D., Jack Cahalane, M.S.W., 
Janice McGeary, B.S.N., and Tim Harden, B.S. 


Objective: The authors studied the relationship between clinical severity of depression and 
response to cognitive behavior therapy. Method: Fifty-nine outpatients with major depres- 
sion with endogenous features, according to Research Diagnostic Criteria, were stratified 
into more severe (score of 20 or more on the Hamilton Rating Scale for Depression; N=38) 
or less severe (Hamilton score of 19 or less; N=21) subgroups. Patients were treated with a 
16-week, 20-session cognitive behavior therapy protocol. Outcome was assessed with the 
Hamilton scale, the Global Adjustment Scale, and the Beck Depression Inventory. Results: 
The more severe group was significantly more symptomatic across the 16-week protocol and 
had a significantly lower response rate on the Beck inventory (50% versus 81%). However, 
the groups did not significantly differ at end point on any of the three measures, and they 
showed comparable rates of symptomatic improvement (i.e., percent change in scores and 
interactions between severity classification and time). Conclusions: These results partially 
replicate the National Institute of Mental Health’s Treatment of Depression ‘Collaborative 
Research Program’s findings of poorer response to cognitive behavior therapy in patients 
with Hamilton scale scores of 20 or more. However, both groups experienced robust and 
clinically significant reductions in depressive symptoms, and the response of the more severe 
patients in the current study could hardly be considered poor. While these findings do not 
support the view that a Hamilton scale score of 20 or more is a relative contraindication for 
cognitive behavior therapy, the symptoms of the more severely depressed patients did tend to 
remit less completely (particularly on the Beck inventory) and thus these patients may benefit 


from a more intensive or extended course of therapy. 


(Am J Psychiatry 1991; 148:784—789) 


lthough cognitive behavior therapy is perhaps the 

best studied psychological treatment of unipolar 
major depression (1), significant questions persist 
about its efficacy in more severe depressive states (2, 
3). Such concern mav be reinforced by the recently 
reported findings of the Treatment of Depression Col- 
laborative Research Program of the National Institute 
of Mental Health (4), in which cognitive behavior ther- 
apy (unlike interpersonal psychotherapy and imipra- 
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mine) was found to be significantly less effective in 
more severe depression than in less severe depression. 
Further, cognitive behavior therapy was not found to 
differ significantly from a placebo-clinical management 
condition (4). These results, which represent the first 
published negative findings pertaining to cognitive be- 
havior therapy, appear to be at variance with findings 
of earlier trials (5, 6) that examined the efficacy of 
cognitive behavior therapy in outpatients with moder- 
ate to severe depression. Moreover, the results did not 
seem consistent with our clinical experience. Neverthe- 
less, because the Collaborative Research Program 
study was a well-controlled, randomized, multisite 
clinical trial conducted under the auspices of the Ne- 
tional Institute of Mental Health, such findings are 
likely to have a significant impact on the field. 

We therefore examined the relationship between se- 
verity of depression and clinical outcome in a consec- 
utive series of depressed outpatients treated with cog- 
nitive behavior therapy. We used the definitions cf 
severity and response employed by the Collaborative 
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TABLE 1. Clinical Characteristics of 59 Depressed Patients Treated With Cognitive Behavior Therapy 


More Severe Depression? 


Yo 


39 
61 


Less Severe Depression? 


(N=38) (N=21) Eas 
Statistical 
Mean SD N % Mean SD Analysis 
39.8 7.9 34.0 8.5 t=2.6° 
32.3 444 28.7 10.5 t=1.2 
x*=0.3 

7 33 

14 67 
x7=5.8 

7 2 

13 62 

1 £ 

0 Q 
x?=10.1° 

1S 71 

0 0 

4 19 

2 40 
14.5 2.6 13.9 2.1 t=0.9 

6 29 

8 38 
5 24 a 
2 10 x=27 
1.4 1.5 1.6 2.5 t=0.3 
y7=3.0 

6 2 

15 71 
y7=1.9 

3 «62 

8 38 
23.3 3.0 -7.1 1.8 r=9.94 
50.6 7.9 55.5 72 t=2.4° 
28.9 6.6 22.4 7.0 7=3.6> 


Total 
(N=59) 
Item N % Mean SD N 
Age (years) 
Current 37:7 8.5 
At onset 31.0 10.9 
Sex 
Male 15 25 8 
Female 44 75 30 
Marital status 
Single, never 
married 17 29 10 
Married 29 49 16 
Separated/divorced 10 17 9 
Widowed 3 5 3 
Employment status 
Emplayed outside 
home 44 75 29 
Homemaker 5 8 5 
Student 4 4 0 
Other 6 10 4 
Education (years) 14,3 2.4 
High school 14 24 8 
Some college 22: 37 14 
College graduate 11 19 6 
Postgraduate work 12 20 10 
Previous episodes of 
depression 1.5 1.4 
RDC subtype 
Endogenous 
Probable 9 15 3 
Definite 50 85 35 
Occurrence 
Single episode 28 47 15 
Recurrent 31 53 23 
Pretreatment scores 
Hamilton depres- 
sion scale 21.1 3.4 
GAS 52.4 8.0 
Beck Depression 
Inventory 26.5 Z3 
“More severe=Hamilton depression score of 20 or more; less severe=score of 19 or less. 
b 
p<0.01. 
“p<0.05. 
p<0.0)1. 


Research Program, as well as several alternative meth- 
ods for classifying treatment outcome. 


METHOD 


The patients included in this report were 59 subjects 
consecutively admitted to the Psychobiology of Recov- 
ery in Depression protocol, an ongoing longitudinal 
investigation of the recovery process in unmedicated 
depressed outpatients. This protocol is being con- 
ducted in the Cognitive Therapy Clinic of the Mood 
Disorders Module of the Western Psychiatric Institute 
and Clinic. The Mood Disorders Module was also one 
of the three clinical sites of the Collaborative Research 
Program study, However, our study protocol began 
about 1 year after the collaborative study ended, and 
there is no overlap in personnel or patients. Neverthe- 
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less, our protocol recruits from the same patient pop- 
ulation as the earlier collaborative study and was the 
principal referral site for research-eligible depressed 
patients during the 24-month period in which this 
study group was collected. 

Patients were selected tor inclusion in the study on 
the basis of the following syndroma! and symptomatic 
criteria: DSM-III-R diagnosis of major depression, di- 
agnosis of probable or definite endogenaus subtype of 
primary major depression (nonbipolar, nonpsychotic) 
according to the Schedule for Affective Disorders and 
Schizophrenia and Research Diagnostic Criteria (RDC), 
and Hamilton Rating Scale for Depression (7) score of 15 
or more. Chronically depressed patients were excluded 
from the study; all patients’ index episodes were 18 
months or less in duration. These criteria were developed 
to yield a group of moderately to severely depressed out- 
patients with a relatively high probability of psychobio- 
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TABLE 2. Test Scores at End of Treatment for 59 Depressed Patients Treated With Cognitive Behavior Therapy 


More Severe Depression? 


Less Severe Depression? 


(N=21) = 

Statistical 

SD N Yo Mean SD Analysis 
18 86 | y7=2.3 

17 81 l x7=4.2° 
5.7 3.9 5.1 t=1.5 
14.7 87.5 12.2 t=1.5 
8.6 52 6.8 t=1.8 
26.2 77.9 271 t=0.6 
36.5 60.0 31.4 t=0.5 
30.9 76.4 28.9 t=1.2 


(N=38) 

Item N % Mean 
Categorical response 

Hamilton depression scare<6 24 63 

Beck depression score<9 19 50 
End-point score 

Hamilton depression scele 6.0 

GAS 81.7 

Beck Depression Inventcry 92 
Percent change in score 

Hamilton depression scale 73.6 

GAS 64.5 

Beck Depression Inventcry 66.6 
“More severe Hamilton depression score of 20 or more; less severe=score of 19 or less. 
65<0.05. 


logical disturbance. Patients were not selected on the ba- 
sis of suitability for cognitive behavior therapy. 

The criteria were applied to 110 unipolar depressed 
outpatients who were consecutively admitted during a 
24-month period; 66 outpatients were considered eli- 
gible for participation following clinical evaluation. 
The principal reasors for excluding patients were 
chronicity of the index episode or insufficient number 
of endogenous symptoms for the RDC diagnosis. Two 
eligible patients declined to participate in favor of 
pharmacological treatment, and two other potentially 
eligible patients were referred for immediate treatment 
because of their degree of incapacity or suicidality. Six- 
ty-two patients provided written informed consent for 
research participation. 

After initial diagnosis and medical screening, persis- 
tence of depression was evaluated over a 14-day drug 
and alcohol washout period. Sixty patients still met 
entry criteria following the washout. They next began 
a 16-week, 20-session course of cognitive behavior 
therapy conducted by experienced therapists who re- 
ceived ongoing supervision. Clinical response was 
evaluated by independent raters according to the 
Hamilton depression scale and the Global Assessment 
Scale (GAS) (8) and bv the patient-rated Beck Depres- 
sion Inventory (9). Neither the raters nor the therapists 


were informed of the main hypotheses of the study, . 


including plans to test <linical response as a function of 
severity. One patient withdrew from the protocol after 
one session of therapy. The remaining 59 patients 
completed a minimum course of 10 sessions of treat- 
ment with cognitive behavior therapy; 50 (85%) com- 
pleted the entire protccol. The nine patients who ter- 
minated the protocol prematurely did not differ from 
the 50 who completed the protocol on any of the base- 
line measures. 

In keeping with the methods of Elkin et al. (4), the 
study group was stratiñed into more severe (Hamilton 
scale score of 20 or more; N=38) and less severe 
(Hamilton scale score of 19 or less; N=21) groups. As 
summarized in table 1, the more severe group was sig- 
nicicantly older and manifested significantly greater 
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pretreatment symptoms on both the GAS and the Beck 
inventory. In addition, there v were trends (p<0.10) sug- 
gesting that the more severe group was more likely to 
be separated or divorced and was more likely to meet 
the RDC for definite endogenous subtype. 

The relationship between severity of depression and 
response to cognitive behavior therapy was evaluated 
by a series of six analyses. First, simple correlations 
were performed for the relationship between pre- and 
posttreatment scores on the Hamilton scale, GAS, and 
Beck inventory. Second, response at termination was 
defined by the two outcome criteria used in the collab- 
orative study: Hamilton scale score of 6 or less and 
Beck inventory score of 9 or less. Response rates were 
calculated for all 59 patients (by using end-point scores 
for the nine patients who terminated the study prema- 
turely); chi-square statistics (one-tailed, corrected for 
discontinuity) were used to test the significance of dif- 
ferences in response rates between the more and less 
severe groups. Third, pretreatment Hamilton scale, 
GAS, and Beck inventory scores were compared in pa- 
tients categorized as responders or nonresponders by 
these definitions, through a series of two-tailed t teszs. 
Outcome also was assessed by comparing week 16 (or 
end-point) scores and percent change in scores on de- 
pression measures (Hamilton scale, GAS, and Beck in- 
ventory) for the two study groups; two-tailed t tests 
were used. 

Finally, analyses of covariance (ANCOVA) (covari- 
ate=age) with repeated measures for time were per- 
formed by comparing the more and less severe groups 
on the Hamilton scale, GAS, and Beck inventory 
across the 16-week protocol. When significant main 
effects or interactions (Severity Group by Time) were 
observed, Student-Newman-Keuls tests were planned 
to further examine the difference between groups or 
across time points. With a total of 59 patients (and 
harmonic mean cell sizes of N=27 patients), the 
planned parametric analyses had 80% statistical 
power to detect effect sizes of d=0.45 (alpha=0.05, 
two-tailed test) (10). This meant that we had the abil- 
ity to detect in a reliable manner between-group dif- 
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ferences of 3 points on the Hamilton scale and about 
4.5 points on the Beck inventory at posttreatment or, 
alternazively, to detect a between-group difference of 
about 15% in change in scores. Thus, we considered 
the size of the study group to be sufficient to evaluate 
our hypothesis that more severely depressed patients 
would respond to cognitive behavior therapy as well as 
less severely depressed patients. 


RESULTS 


Pretreatment scores on both the Hamilton scale and 
Beck inventory did not correlate significantly with end- 
of-treatment scores on these measures (r=0.13 and 
0.15, respectively, df=57, p2=0.20). By contrast, a 
weak but statistically significant correlation was found 
between pre- and posttreatment GAS scores (r=0.27, 
df=57, p=0.04). 

A total of 42 patients (71%) scored 6 or less on the 
Hamilton scale at posttreatment, and 36 patients 
(61%) scored 9 or less on the Beck inventory. As sum- 
marized in table 2, significantly fewer patients in the 
more severe group met the treatment response criteria 
of the Beck inventory, In addition, fewer patients in the 
more severe group had final Hamilton scale scores of 6 
or less; however, this difference was not statistically 
significant (p=0.15). 

Patients who were subsequently classified as nonre- 
sponders on the Hamilton scale were significantly 
more symptomatic, according to pretreatment GAS 
scores, than responders (mean+SD scores=49,1+6.9 
versus 53,7+8.1; t=2.0, df=57, p=0.05). The pa- 
tients classified as treatment responders on the Hamil- 
ton scale did not differ on pretreatment assessments on 
either the Hamilton scale or the Beck inventory. Re- 
sponders according to Beck inventory criteria were sig- 
nificantly less symptomatic at pretreatment than non- 
responders on both the Hamilton scale (scores=20.2+ 
3.9 versus 22.4+3.8; t=2.1, df=57, p=0.04) and the 
GAS (54.8+7.7 versus 48.6£6.9; t=3.1, df=57, p< 
0.01). Pretreatment Beck inventory scores did not dif- 
ferentiate between patients classified as responders ac- 
cording to either the Hamilton scale or the Beck 
inventory. 

Symptomatic status at the end of treatment, as re- 
flected by mean end-point scores on the Hamilton 
scale, GAS, and Beck inventory, did not significantly 
differ between groups (table 2). However, in each case, 
the less severe group manifested less pathological mean 
scores. The percent change in scores, which reflects 
change relative to pretreatment status, did not signifi- 
cantly differ between the more and less severe groups 
(table 2). 

Across the 16-week protocol, Hamilton scale, GAS, 
and Beck inventory scores improved significantly (ac- 
cording to ANCOVA) in both groups (figure 1; 
F=70.6, 66.5, and 66.5, respectively, df=8, 456, all p 
values <0.0001). Significant main effects for severity 
group also were found on all three measures (Hamil- 
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FIGURE 1. Test Scores Over 16 Weeks for 59 Depressed Patients 
Treated With Cognitive Behavior Therapy 
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ton scale: F=7.4, df=1, 56, p=0.009; GAS: F=4.7, 
df=1, 56, p=0.03; Beck inventory: F=4.0, df=1, 56, 
p=0.05). However, there were no significant interac- 
tions between severity classification and time. 

Because the groups appeared to improve at relatively 
parallel rates, the ANCOVAs were repeated after co- 
varying for week 0 (pretreatment) severity on each de- 
pendent measure. This permitted a reexamination of 
the between-group effects after taking into account ini- 
tial differences in severity. The results of the repeat 
analyses indicated that the more and less severe groups 
did not differ significantly in subsequent outcome on 
any of the dependent measures after the pretreatment 
differences were controlled (ANCOVA group effects; 
Hamilton scale: F=0.13, df=1,55, p=0.72; GAS: 
F=0.97, df=1, 55, p=0.33; Beck inventory: F=0.50, 
df=1, 55, p=0.48). 
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DISCUSSION 


We found some further evidence of a relationship 
between pretreatment severity of depression and 
poorer response to cognitive behavior therapy. How- 
ever, the findings were not consistent across outcome 
indicators and appeared dependent upon which method 
of analysis was used. For example, several outcome clas- 
sifications based on absolute score values (i.e., responder 
versus nonresponder comparisons, the proportion of pa- 
tiznts who met arbitrary response criteria, and the anal- 
ysis of variance main effect for severity group) indicated 
that the more severe group had a less complete response 
to treatment. The major difference between severity 
groups was reflected in the repeated-measures analysis of 
assessment scores across the course of treatment. These 
between-group differences were negated when level of 
pretreatment severity was covaried. Further, analyses 
based on rates of change or relative differences (i.e., per- 
cent change in scores or the ANCOVA interaction term) 
showed the groups to have equivalent responses. In es- 
sence, the more severe group experienced a rate of symp- 
tcm reduction during cognitive behavior therapy that 
was comparable to the rate for the less severe patients, 
although the former group did not fully make up for the 
difference in pretreatment symptoms. We therefore con- 
clude that we have only partially replicated an associa- 
tion between severity of depression and poorer response 
to cognitive behavior therapy. 

Are the differences in outcome of the more and less 
severely depressed patients clinically significant? At 
one level, our findings do not support.the notion that 
a simple severity criterion, such as a Hamilton scale 
score of 20 or more, can be used to identify patients 
who respond poorly to cognitive behavior therapy and 
thus should be treated with an alternative modality, 
such as pharmacotherapy. The outcome of the more 
severe group in this study is quite typical of depressed 
patients treated with a variety of active therapies, in- 
cluding antidepressant medications. Indeed, high pre- 
treatment severity ratings also have been associated 
with poorer response to pharmacotherapy in some 
studies (11). This phenomenon may simply reflect a 
decline in response to placebo as severity of depression 
increases, with a relatively constant difference between 
drag and placebo. And yet, the fact that our more 
severely depressed patients did manifest higher resid- 
ual scores at termination of therapy certainly suggests 
that their recovery was less complete. The finding of 
higher residual depressive severity alone may convey 
a higher risk for subsequent relapse (12, 13). Although 
a combined psychotherapy/pharmacotherapy regimen 
might reduce such a risk (14), so might a longer or more 
intense course of cognitive behavior therapy (13). 

Our findings differ from those of the Collaborative 
Research Program (4) in several respects. First, the 
overall response to cognitive behavior therapy in the 
total patient group was greater in our study (e.g., 
Hamilton scale score of 6 or less: our study=42 of 59 
patients [71%], Collaborative Research Program=20 
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of 50 patients [40%]; x *=10, 7, df=1, p<0.001). Sec- 
ond, the relative responsiveness of the more severely 
depressed subgroup was higher in our study. Several 
factors might have accounted for the difference in re- 
sults. In the absence of placebo- and tricyclic-treated 
comparison groups, it is impossible to gauge the inher- 
ent potential for positive outcome of this subgroup. 
Further, patients in the present study were treated in a 
specialty clinic devoted to research using cognitive be- 
havior therapy, whereas patients in the collaborative 
study were randomly assigned to treatment in a clinic 
that was not committed to a particular type of therapy. 
Treatment response rates are generally higher in 
“open-label” trials (11). Other differences might in- 
clude our exclusion of patients with RDC diagnoses of 
nonendogenous depression, ‘the inclusion of more 
chronically depressed patients in the collaborative 
study, or subtle differences in therapist competence. 
We hope to examine these possibilities, as well as other 
explanations, in collaboration with our colleagues 
from the Pittsburgh component of the Collaborative 
Research Program. 

Until such data are forthcoming, we propose that 
the combination of ongoing, weekly therapy supervi- 
sion and the provision of treatment in a specialty clinic 
milieu made the critical difference in treating more se- 
verely depressed patients in ‘the present study. The 
weekly supervision received by the therapists in the 
present study may be particularly salient, since Shaw 
(15) has noted that patient difficulty may adversely 
affect the technical quality of cognitive behavior ther- 
apy. Thus, therapists may require more intensive su- 
pervision in order to maintain optimal cognitive be- 
havior therapy with more severely depressed patients. 
Alternatively, the esprit de corps of a specialty clinic 
may help the therapist and patient to continue to en- 
gage in therapy until a more severe depressive episode 
begins to remit, despite a somewhat slower course of 
recovery. The latter explanation touches on a clinically 
relevant variant of experimental bias, in which both 
the therapists’ and patients’ expectations of positive 
outcome may influence the subsequent response rate. 

In summary, our findings suggest that in an open 
treatment setting, cognitive behavior therapy is nearly 
as effective a treatment of moderately severe depres- 
sion (i.e., Hamilton scale scores of 20~25) as it is in 
milder depression. Nevertheless, more severely de- 
pressed patients did finish treatment with somewhat 
less complete remissions and might benefit from longer 
or more intensive courses of therapy. The efficacy of 
cognitive behavior therapy in'even more severely de- 
pressed patients (e.g., inpatients or melancholic outpa- 
tients with Hamilton scale scores greater than 25), of 
course, remains to be determined. 
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Elevation of Plasma Concentrations of Haloperidol 
After the Addition of Fluoxetine © 


Donald C. Goff, M.D., Kamal K. Midha, D.Sc., Andrew W. Brotman, M.D., 
Meredith Waites, R.N., and Ross J. Baldessarini, M.D. 


Fluoxetine (20 mglday) was added for 7-10 days to stable doses of haloperidol given to 
eight psychotic patients. Mean plasma concentrations of haloperidol were elevated by 20% 
(p<0.05), but extrapyramidal side effects did not increase appreciably, indicating a relatively 


minor interaction between these agents. 
(Am J Psychiatry 1991; 148:790-—792) 


luoxetine, a selective blocker of neuronal uptake 

of serotonin, can increase blood concentrations of 
tricyclic antidepressants (1) and diazepam (2), proba- 
bly by competitive inhibition of hepatic metabolism 
(1). The possibility that fluoxetine may affect tissue 
concentrations of antipsychotic drugs is suggested by 
observations that fluoxetine added to neuroleptics im- 
proved antipsychotic response in schizophrenic pa- 
tients (3) and increased extrapyramidal symptoms (1). 
To determine whether fluoxetine alters availability of 
haloperidol, we measured plasma concentrations of 
haloperidol in patients given fluoxetine in addition to 
stable doses of haloperidol; extrapyramidal signs also 
were rated. 


METHOD 


The subjects were eight outpatients (two women and 
six men), ages 29 to 56 years (mean=38), who had 
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taken a stable daily oral dose of haloperidol (aver- 
age=14 mg/day) in tablet form for at least 3 months 
before the study. All patients gave informed consent. 
Diagnoses, based on the Structured Clinical Interview 
for DSM-III-R (SCID), were schizophrenia (seven pa- 
tients) and schizoaffective disorder (depressed) (one 
patient). Fluoxetine, 20 mg/day, was added for 19 
days; there were no other medication changes. 

Patients were examined for extrapyramidal symp- 
toms by a research psychiatrist, using the Simpson- 
Angus Scale (4), at baseline and 7—10 days after flu- 
oxetine treatment was begun. Blood was drawn after 
each rating was completed, a mean+SD of 14.6+2.3 
hours after the last dose of haloperidol (+30 minutes 
within subjects). Plasma was separated within 15 min- 
utes and stored at —30 °C until it was assayed under 
blind conditions for haloperidol and reduced haloper- 
idol. The high-performance liquid chromatographv 
procedure (5) is sensitive to 50 pg/ml of haloperidol 
with a coefficient of variation no greater than +7%. 
Accuracy was greater than 85% for samples to which 
authentic analytes were added.’ Adding fluoxetine did 
not interfere with the assay. Data are presented as 
means+SD unless otherwise stated. 


RESULTS | 
All eight patients completed the study with haloper- 


idol doses of 13.6+12.0 mg/day and a mean baseline 
haloperidol concentration of 8.38.5 ng/ml (reduced 
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TABLE 1. Plasma Haloperidol Levels and Extrapyramidal Symptom Scores of Eight Psychotic Patients Before and During Addition of 


Fluoxetine 
Haloperidol Level Extrapyramidal 
Age ie (ng/ml) Symptom Score 
Subject Sex (years) (mg/day) Baseline Fluoxetine? % Change Baseline Fluoxetine" 
1 M 29 5 >. +2300 2 2 
F 31 4 2.0 +82 0 0 
3 M 40 10 7.4 +272 2 2 
4 M 39 15 Dee) +21 0 0 
5 M 35 20 : 6.8 +j 1 2 
6 M 47 10 12.8 15.6 +22 5 6 
F 56 5 13.5 15.4 +14 2 2 
8 M 29 40 25.3 24.4 sa 1 0 
"20 mg/day. 


According to Simpson-Angus Scale (4). 


haloperidol=3.8+7.0 ng/ml). Seven to 10 days after 
fluoxetine was added, the mean plasma haloperidol con- 
centration had increased significantly—by 19.9%—to 
9.9+7.9 ng/ml (t=2.43, all df=7, p<0.05, paired two- 
tailed t test), with an increase in seven of the eight 
patients (table 1). When the data from patient 1 (23- 
fold increase) were removed, the mean elevation in the 
other seven patients was 16% (t=2.05, p=0.09). No 
patient achieved a level of haloperidol during fluoxe- 
tine treatment that was greater than the highest base- 
line level (25.3 ng/ml). Neuroleptic levels before and 
during fluoxetine treatment were strongly correlated 
(r=0.98, p<0.001); there was a significant correlation 
between dose and baseline plasma concentration of 
haloperidol (r=0.75, p<0.04). Plasma concentrations 
of reduced haloperidol also tended to increase (by 
26%) after the addition of fluoxetine (t=1.47, p> 
0.05}, and the ratio of reduced haloperidol to haloper- 
idol in plasma increased by 35% after the addition of 
fluoxetine (0.26 to 0.35; t=2.61, p<0.05). 

Mean extrapyramidal symptom scores did not 
change significantly after the addition of fluoxetine 
(1.641.6 versus 1.842.0); only two patients scored 
higher on any item. One (patient 5) developed mild 
akathisia, and another (patient 6) developed mild 
tremor. 


DISCUSSION 


The 20% elevation in plasma levels of haloperidol 7 
to 10 days after the addition of a typical daily dose of 
fluoxetine (20 mg) to a stable oral daily dose of halo- 
peridol (mean=14 mg) generally is consistent with re- 
ports of fluoxetine-induced elevation of plasma levels 
of tricyclic antidepressants (1) and diazepam (2). 
While great individual variability was evident, five of 
eight patients had substantial (greater than 20%) in- 
creases in plasma levels of haloperidol (table 1). Some 
variability may reflect imperfect compliance with treat- 
ment, although all patients were in residential pro- 
grams with closely supervised medication. 


Am J Psychiatry 148:6, June 1991 


The addition of fluoxetine was associated with min- 
imal clinically significant increases in extrapyramidal 
symptom ratings. We expected to find worsening of 
extrapyramidal symptoms both as a result of a pre- 
dicted pharmacokinetic interaction between fluoxetine 
and haloperidol, resulting in elevated haloperidol lev- 
els, and as a result of flucxetine’s indirect inhibition of 
dopamine synthesis. Serotonergic systems can inhibit 
dopaminergic projections from the midbrain (6, 7), 
and this effect may contribute to neurological actions 
of fluoxetine such as akathisia (8) and its reported in- 
teractions with neuroleptics (6, 9). 

On the basis of the total of 20 patients from this and 
another study (3), the prevalence of clinically signifi- 
cant worsening of extrapyramidal symptoms after the 
addition of fluoxetine to neuroleptic treatment may be 
as low as 5%. Most of the risk appears to occur early 
in neuroleptic therapy (1). A greater risk for extrapy- 
ramidal symptoms with this combination early in the 
course of antipsychotic treatment may reflect the 
greater modulating effect of serotonin on dopamine 
activity elevated above baseline levels (7), a character- 
istic of the early phase of neuroleptic treatment (10). 

Clinicians who choose to add fluoxetine to haloper- 
idol or other antipsychotic agents should be aware 
that, although the combination may benefit some psy- 
chotic patients, fluoxetine may elevate neuroleptic lev- 
els in some patients, at least moderately. Extrapyra- 
midal symptoms may worsen in part on this basis if 
neuroleptic levels are close to an “extrapyramidal 
symptoms threshold” before the addition of fluoxetine 
or through interactions between central serotonergic 
and dopaminergic systems. Akathisia may be espe- 
cially likely to develop when fluoxetine is added early 
in neuroleptic treatment. The report of enhanced an- 
tipsychotic efficacy after the adjunctive use of fluoxe- 
tine (3) needs to be interpreted in the light of the mod- 
erate pharmacokinetic interaction reported here. We 
suggest that potential complicatians or therapeutic ad- 
vantages of the combination of fluoxetine with neuro- 
leptics deserve further clarification. 


7A 


CLINICAL AND RESEARCH REPORTS 


REFERENCES 


. Ciraulo DA, Shader RI: Fluoxetine drug-drug interactions, I: 
antidepressants and antipsychotics. J Clin Psychopharmacol 
1990; 10:48-50 

. Lemberger L, Rowe H, Bosomworth JC, et al: The effect of 
fluoxetine on the pharmacokinetics and psychomotor responses 
of diazepam. Clin Pharmacol Ther 1988; 43:412-419 

. Goff DC, Brotman AW, Waites M, et al: Trial of fluoxetine 
added to neuroleptics for treatment-resistant schizophrenic pa- 
tients. Am J Psychiatry 1990; 147:492—494 

. Simpson GM, Angus JWS: Drug-induced extrapyramidal disor- 
ders. Acta Psychiatr Scand 1970; (suppl 212):11-19 

. Midha KK, Cooper JK, Hawes EM, et al: An ultrasensitive 
method for the measurement of haloperidol and reduced halo- 
peridol in plasma by high-performance liquid chromatography 


722 


6. 


10. 


i 


with coulometric detection. Ther Drug Monit 1988; 10:177- 
183 ) 

Baldessarini RJ, Marsh E: Fluoxetine and side effects. Arch Gen 
Psychiatry 1990; 47:191—-192 


. Korsgaard S, Gerlach J, Christensson E: Behavioral aspects of 


serotonin-dopamine interaction in the monkey. Eur J Pharma- 
col 1985; 118:245-252 


. Lipinski JF, Mallya G, Zimmerman P, et al: Fluoxetine-induced 


akathisia: clinical and theoretical'implications. J Clin Psychiatry 
1989; $0:339-342 


. Bouchard RH, Pourcher E, Vincent P: Fluoxetine and extrary- 


ramidal side effects (letter). Am J Psychiatry 1989; 146:1352- 
1353 

Pickar D, Labarca R, Doran AR, et al: Longitudinal measure- 
ment of plasma homovanillic acid levels in schizophrenic pa- 
tients. Arch Gen Psychiatry 1986; 43:669-676 


Am J] Psychiatry 148:6, June 1991 


CLINICAL AND RESEARCH REPORTS 


Nicotine Potentiation of Haloperidol 
in Reducing Tic Frequency in Tourette’s Disorder 


Brian J. McConville, M.D., M. Harold Fogelson, M.D., Andrew B. Norman, Ph.D., 
William M. Klykylo, M.D., Pat Z. Manderscheid, M.A., Karen W. Parker, M.S.N., 
and Paul R. Sanberg, Ph.D. 


In an open, nonblind study, 10 patients with Tourette's disorder who were being treated 
with haloperidol were videotaped before, while, and after chewing nicotine gum. The fre- 
quency of tics was reduced significantly during the 30-minute gum-chewing period and 
during the 1 hour after gum chewing. Nicotine appears to potentiate haloperidol effects in 


patients with Tourette’s disorder. 
(Am J Psychiatry 1991; 148:793-794) 


T curette’s disorder is most frequently treated with 
neuroleptic medication, especially the dopamine 
antagonist haloperidol, which is effective in about 
70% of the cases (1, 2). However, haloperidol has 
frequent side effects—including difficulty in concentra- 
tion, drowsiness, weight gain, and attentional prob- 
lems—which often affect compliance (3). 

We demonstrated (4) that in animals low doses of 
nicotine potentiated the cataleptic effects of haloper- 
idol by approximately 10-fold. This in turn suggested 
that reduction of motor activity might be observed af- 
ter similar coadministration of nicotine to patients 
with a neuroleptic-responsive movement disorder, such 
as Tcurette’s disorder. We found reduction in tic fre- 
quency in an initial open study with two Tourette’s dis- 
order patients (5) and in a further open study with 10 
Tourette’s patients in which symptoms were reported by 
both the parents and the children (6). 

In this paper, we report the effects of chewing one 
piece of nicotine gum (containing 2 mg of nicotine) on 
tic frequency in 10 patients whose Tourette’s disorder 
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was inadequately controlled by haloperidol, either be- 
cause of unsatisfactory clinical response or excessive 
side effects. In this study, the tic frequency change was 
assessed directly by clinicians. 


METHOD 


The patients were eigat childrer and two adults; 
nine were male and one was temals. They ranged in 
age from 8 to 46 years; the mean age was 18.7, and the 
median was 16 years. Their mean score on the Yale 
Global Tic Severity Scale (7) was 66 1, and the median 
was 61.5. On the 7-point Clinical Glokal Impression 
Scale for Tourette Syndrome (8) the mean score was 
4.6, and the median score was 4.0. The mean duration 
of symptoms was 85.8 months, and the median was 
42.0 months. Haloperidol had been used by the pa- 
tients at a mean dose of 2.8 mg/day; the median was 
1.25 mg/day. 

All of the subjects gave intormed consent for the 
procedure, which was an open study in which each 
patient served as his or her own control. The same two 
raters performed all of the ratings >n each individual 
patient. Each subject was videotaped over a 2-hour 
period, during quiet conversation Eetween the patient 
and the examiner. Such conversation deliberately 
avoided topics of known stress. Al. patients had been 
taking haloperidol for at least 1 month before nicotine 
administration. 

An initial 30-minute period indicated the baseline 
frequency of individual motor amd vocal tics and, 
therefore, total tics. The child or adult was then im- 
mediately given one piece of nicotine polacrilex to 
chew over 30 minutes, according zo the standard in- 
structions given by the manufacturer (Physician’s Desk 
Reference, 1990). A placebo-contrclled design was not 
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TABLE 1. Total Tic Frequency for Patients With Tourette's Disor- 
der Before, During, and After Nicotine Gum Chewing 


Number of Tics During 30-Minute Period 


After End of Chewing 
Gum 0-30 30-60 

Patient Baseline Chewing Minutes Minutes 
1 249 108 93 59 
2 1095 593 600 861 
3 83 27 32 61 
4 569 363 342 312 
5 368 141 167 180 
6 326 134 144 158 
7 324 126 312 260 
8 95 41 63 71 
9 413 365 282 321 
10 332 293 525 455 


used in this initial open study, because a placebo gum 
that tasted similar to the active gum was not available 
at the time of this study. All patients kept the gum in 
their mouths throughout the full 30-minute period of 
gum chewing. The gum was then removed from the 
mouth, and two consecutive 30-minute postgum as- 
sessment periods followed. 

After an initial 5-minute survey of the tapes, the 
types and frequencies of simple and complex motor 
and vocal tics were agreed on by consensus after dis- 
cussion. The videotapes of each 2-hour session were 
then assessed for total tic frequency by two independ- 
ent raters; these ratings were done in 2-minute seg- 
ments because of the complexity of rating numerous 
tics over time. The same two raters did all the ratings 
on each individual patient. The interrater reliability for 
30-minute total tic frequency over the four condi- 
tions—before-gum baseline, gum chewing, and first 
and second after-gum periods—was estimated for six 
cases with the intraclass correlation coefficient (ICC) 


(9). Adequate interrater agreement was obtained 
(ICC=0.95, p<0.01). 


RESULTS 


Table 1 shows the total tic frequencies during the 
four 30-minute periods for each of the 10 subjects. 
Compared to baseline, patients 1—9 had a lower tic 
frequency during the gum-chewing period and both 
after-gum periods. Patient 10 had a lower tic frequency 
only during the gum-chewing period and had increases 
in the two atter-gum periods. 

The mean 30-minute tic frequencies for the 10 pa- 
tients over the four conditions were 385.4, 219.1, 
256.0, and 273.8, respectively. A one-within (repeated 
measures) analysis of variance tested for differences in 
mean tic frequency among the four conditions. Signif- 
icant differences between means were found by this 
procedure (F=6.57, dr=3,27, p<0.01). Follow-up 
comparisons between conditions showed significant 
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reductions in total tic frequency between the baseline 
and gum-chewing periods (F=14.20, df=1,9, p< 
0.005), between the baseline and 0-30- -minute after- 
gum periods (F=5.29, df=1, 9, p<0.05), and between 
the baseline and 30-—60-minute after-gum periods (F= 
8.99, df=1, 9, p<0.05). 


DISCUSSION 


These results indicate a marked potentiation of halo- 
peridol effects by nicotine gum in diminishing tic fre- 
quency in Tourette’s disorder. In part these results 
agree with the findings in our animal studies (4). This 
dramatic response occurred approximately 3 minutes 
after the subject began chewing a single piece of nico- 
tine gum containing 2 mg of nicotine; the mechanism 
by which this occurs is not currently ‘known. It is in- 
teresting that a recent communication (10) described 
beneficial effects of cigarette' smoking in a Tourette 
syndrome patient who had previously taken neurolep- 
tics. It may be that the dopamine antagonist effect of 
haloperidol initially increases the activity of choliner- 
gic neurons in the striatum and that nicotine subse- 
quently acts as an additional agonist on nicotinic cho- 
linergic receptors, thereby increasing catalepsy in 
animals and decreasing tic frequency in patients with 
Tourette’s disorder. A number of further clinical and 
animal experiments are currently under way by our 
group. Obviously we do not recommend the uncritical 
and excessive use of nicotine polacrilex as an adjuvant to 
haloperidol in treating Tourette’ s disorder, but the initial 
responses to modest doses are ~n encouraging. 
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Vulnerability to Sodium Lactate in Panic Disorder Patients 
Given Cognitive-Behavioral Therapy 


M. Katherine Shear, M.D., Abby J. Fyer, M.D., 
Gordon Ball, Ph.D., Stephen Josephson, Ph.D., Mary Fitzpatrick, Ph.D., 
Bonnie Gitlin, M.S.W., Allen Frances, M.D., Jack Gorman, M.D., 
Michael Liebowitz, M.D., and Donald F. Klein, M.D. 


Six patients with panic disorder who had panicked during sodium lactate infusion were 
given cognitive-behavioral treatment for 12—24 weeks. After treatment they underwent an- 
other lactate infusion, and four patients were rated as having no panic, suggesting that 
reduced vulnerability to lactate accompanies remission of panic. Controlled trials of 
cognitive-behavioral therapy and use of lactate infusion as a measure of remission are 


recommended. 
(Am J Psychiatry 1991; 148:795-797) 


P atients with panic disorder often experience a 
panic episode when given an infusion of intrave- 
nous sodium lactate (1). Lactate-provoked panic at- 
tacks are described by patients as very similar to nat- 
urally occurring episodes. Lactate panic is usually 
blocked when effective clinical remission is achieved 
with tricyclic antidepressant medication (2), but pre- 
treatment with B blockers, known to be relatively in- 
effective in treating panic patients, does not affect vul- 
nerability to lactate (3). 

Cognitive-behavioral techniques that appear to alle- 
viate panic attacks have now been developed (4). We 
report here a pilot investigation designed to obtain pre- 
liminary data about lactate response in patients who 
are panic free after cognitive-behavioral treatment. In 
this uncontrolled pilot study, neither clinical remission 
nor change in responsiveness to sodium lactate can 
necessarily be attributed to specific treatment effects. 
With this caveat in mind, we report posttreatment re- 
sults of sodium lactate testing in six patients who had 
pretreatment lactate panic attacks. 


METHOD 


The subjects met the DSM-III-R criteria for panic 
disorder with mild or moderate agoraphobia. Diagno- 
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sis was made by separate clinical evaluations by the 
first and second authors and confirmed with semistruc- 
tured assessment instruments: the Schedule for Affec- 
tive Disorders and Schizophrenia—Lifetime Version 
(Modified for the Study of Anxiety Disarders) (5) and 
the Structured Clinical Interview for DSM-III (6). The 
six subjects reported on in this article were part of a 
larger sample of 20 outpatients who gave informed 
consent to undergo sodium lactate testing followed by 
cognitive-behavioral treatment and posttreatment re- 
infusion. The six patients represent the subgroup who 
1) developed panic attacks during pretreatment so- 
dium lactate infusion, 2) became panic free during cog- 
nitive-behavioral treatment, and 3) consented to un- 
dergo repeat infusions. 

All patients were free of other current DSM-III axis 
I diagnoses and free of medical illness. All patients had 
been free of medication for at least 3 days prior to 
sodium lactate testing, both before and after treatment. 

Sodium lactate testing was done according te stand- 
ard procedures that have been described previously 
(2). Patients received a 30-minute infusion of normal 
saline followed by 0.5 M sodium lactate, 20 mg/kg, 
infused over 20 minutes. Patients knew they would 
receive lactate at some point but did not know when 
the change was made. Specific symptoms were moni- 
tored at regular intervals during the infusions with a 
standardized scale called the Acute Panic Inventory 
(available from the first author on request). Outcome 
was rated categorically by an observing physician as 
“panic” or “no panic.” Criteria for a panic episode 
included both the report of a crescerido to extreme 
apprehension or fear ard the presence of at least four 
of the DSM-III physical symptoms. The physician 
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TABLE 1. Data on Six Patients With Panic Disorder Who Underwent Lactate Infusions Before and After Treatment 





GAS Score* 
Duration Before After 
Patient Age of Illness Treat- Treat- 
Number (years) Sex (years) ment ment 
1 37 F 10 38 70 
2 34 M 12 60 80 
3 28 F 6 55 65 
4 17 F 1 50 58 
5 33 F 1 60 70 
6 23 F 3 61 90 


CGI Score” Panic Status! Response to Lactate 
Before After Before After Before After 
Treat- Treat- Treat- Treat- Treat- Treat- 

ment ment ment ment ment ment 

4 2 1 4 Panic No paric 

4 1 3 1 Panic No panic 

5 4 4 3 Panic Panic 

5 3 4 3 Panic No panic 

4 3 4 = Panic No panic 

4 1 4 3 Panic No panic 


“GAS=Global Assessment Scale: functional impairment as rated on DSM-III-R axis IV; higher scores indicate better functioning. 
CGI=Clinical Global Impression: a measure of severity of illness, where 1=no illness, 2=borderline, 3= mild, 4=moderate, 5=marked, 


6=severe. 


“1=no full-blown or limited-symptom episodes in the month before rating; 2=no full and less than four limited- -symptom episodes per month; 
3=no full and more than four limited-symptom episodes per month; 4=one or more full-blown panic episodes per month. 


rater was blind to the patients’ diagnoses and treat- 
ment status. 

Cognitive-behaviora! treatment included presenta- 
tion of a model of paric, instruction in techniques of 
slow abdominal breathing, deep muscle relaxation, 
and a program of exposure to internal and external 
panic-provoking stimuli. Duration of treatment was 
24 weeks for four patients, 18 weeks for one, and 12 
weeks for one. We rated clinical panic status, before 
and after treatment, for a month before the lactate 
infusions. These ratings were based on an interview 
about panic attack frequency that was conducted by a 
rater blind to the patients lactate responses. 


RESULTS 


Twelve of the original 20 patients experienced pre- 
treatment lactate-induced panic. Nine of these im- 
proved and three did not improve with treatment. Two 
of the nonresponders dropped out before the third 
treatment session. Six patients consented to posttreat- 
ment infusions. Clinical status and lactate outcome for 
these patients are summarized in table 1. 

Four patients (patients 2, 4, 5, and 6) were rated by 
themselves and the blind rater as having no panic on 
repeat lactate infusion. Two of these (patients 2 and 5) 
had no posttreatment panic at all, and two (patients 4 
and 6) had residual limited-symptom episodes. 

One patient (patient 1) had a panic attack after 18 
minutes of the repeat lactate infusion. Her pretreat- 
ment panic had occurred 8 minutes into the infusion. 
She reported feeling fine during most of the posttreat- 
ment infusion. At a debriefing interview conducted by 
her therapist, she reported that just prior to her panic 
episode, she thought she had noticed a sudden increase 
in the frequency of the rater’s questions and concluded 
she was in physical denger. This patient had been 
panic free after treatment. However, she experienced a 
full-blown panic episode in the time between termina- 
tion of treatment and the second lactate infusion. Her 
avoidance behavior and anticipatory anxiety had been 
considerably less after treatment. Her overall improve- 
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ment was reflected in a 32-point improvement on the 
Global Assessment Scale (7) and a rating of very much 
improved on the Clinical Global Impression scale, and 
we decided to include her in the posttreatment testing 
group. We changed her posttreatment panic rating af- 
ter she experienced the panic episode. None of the 
other five patients experienced a panic episode in the 
interim period. 

The sixth patient (patient 3) asked to terminate the 
infusion at 11 minutes (9 minutes early). This patient 
had panicked after 6 minutes ‘of the pretreatment in- 
fusion. Her posttreatment clinical panic rating was 3 
At the second infusion she did not feel she had expe- 
rienced a panic episode, but she made a decision to 
terminate the infusion because,the physical symptoms 
were uncomfortable. However; the physician rated her 
as having had a panic episode. At a debriefing inter- 
view, the patient again explained that she believed her 
request to terminate the infusion early did not occur 
because of a panic episode. She attributed her request 
to an increase in assertiveness. She also reported that 
her husband had strongly advised her not to undergo 
the repeat infusion because he:felt she could be dam- 
aged by the “chemicals.” Nevertheless, following usual 
procedures, we rated this patient as having posttreat- 
ment lactate-induced panic. 

In summary, the four patients who did not panic 
during the posttreatment lactate infusion were clini- 
cally free of full-blown panic symptoms after treat- 
ment. Two had residual limited-symptom episodes. 
One patient who panicked during posttreatment infu- 
sion had had two full panic attacks during the month 
prior to reinfusion. The second patient rated by us as 
having posttreatment panic had had only limited- 
symptom episodes in the month prior to reinfusion. 

| 


DISCUSSION : 


In this pilot study we observed reversal of vulnera- 
bility to lactate in four of six: patients treated with 
cognitive-behavioral therapy, as did Guttmacher (8) in 
a single patient. The most likely explanation for these 
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findings is that patients in clinical remission from panic 
disorder show diminished sensitivity to sodium lactate 
infusion. The issue of what interventions induce remis- 
sion is not fully understood. 

One possibility is that the cognitive-behavioral treat- 
ment we used had specific antipanic effects. It is also 
possible that spontaneous remission of panic may oc- 
cur in the course of treatment, or remission may have 
occurred in response to nonspecific factors such as pre- 
sentation of a model for panic and a credible treatment 
rationale, expectation of success, or imparting to the 
patient a sense of control. 

It is possible that patients become desensitized to 
lactate on repeat infusions (9) or that our results oc- 
curred by chance because of the small number of sub- 
jects. Our patients underwent only two infusion pro- 
cedures, and although there are no systematic test- 
retest data available, previous work suggests that 
patients undergoing two pretreatment lactate infusions 
regularly panic at the second as well as the first pro- 
cedure (3). 

Another possibility is that patients treated with cog- 
nitive-behavioral therapy continue to have autonomic 
symptoms of panic but interpret these symptoms dif- 
ferently. During treatment they may have learned less 
frightening ways of interpreting sensations or different 
expectations of the consequences of noticeable bodily 
sensations. This explanation would be consistent with 
studies suggesting that the instructional set may influ- 
ence responses to pharmacologic testing (10—12). 
However, the definition of panic was vague in each of 
these studies. 

In conclusion, we found a high rate of reversal of 
vulnerability to lactate in this pilot study of six patients 
with panic disorder treated with cognitive-behavioral 
therapy. The most likely explanation for our findings is 
that the reversal of lactate response correlates with 
clinical remission. More work is needed to describe 
better the specific effects of cognitive-behavioral tech- 
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niques, to elucidate the mechanism of changes in lac- 
tate responsiveness, and to compare effects of cogni- 
tive-behavioral and medication treatments. 
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NOSOLOGY 


Contemporary Themes in Psychiatry: A Tribute to Sir Martin 
Roth, edited by Kenneth Davison and Alan Kerr. London, 
Gaskell (Royal College of Psychiatrists), 1989, 506 pp., 
£20.00 (paper). 


There have been fundamental changes in psychiatry in the 
United States over the past 20 years that have involved sub- 
stantial shifts in both theory and practice. Although the rea- 
sons for these changes are often attributed primarily to ad- 
vances in psychopharmacology and the neurosciences, other 
equally important explanations exist as well. As Gerald Kler- 
man notes in the preface to this volume, a fundamental com- 
ponent of this change was a paradigmatic theoretical shift that 
occurred in psychiatry in zhe early 1970s. This shift involved 
a reaffirmation of the concept of the existence of multiple dis- 
crete disorders and the us2 of operational criteria for psychi- 
atric diagnoses based on categorical case assignment. This 
transition was consolidated by the introduction and publica- 
tion of the DSM-III system of psychiatric nosology in the early 
1930s. Although the introduction of DSM-III caused some 
degree of controversy, there is now general consensus that the 
document facilitated bringing organization and clarity into 
standardizing clinical diagnoses. This standardization formed 
a basic rubric for subsequent biological research and system- 
atic testing of psychotherapeutic and somatic treatment mo- 
dalities. 

The theoretical framework for the DSM-III system can be 
traced historically to the British neo-Kraepelinian school of 
investigators best represented by Mayer-Gross, Slater, and Sir 
Mertin Roth, the honoree of this book. Martin Roth, in par- 
ticular, has had a rather marked effect on U.S. psychiatry 
through three major contributions: 1) the use of multivariate 
statistical techniques for the analysis of psychopathological 
symptoms, 2) the measurement of treatment response to tri- 
cyclic antidepressants and ECT to validate diagnostic distinc- 
tions between syndromes, and 3) facilitating the renaissance 
of the classic Kraepelinian approach to diagnosis, emphasiz- 
ing discrete rather than continuous-spectrum psychopa- 
thological states. These approaches are now part of the estab- 
lished model of clinical practice and research in the United 
Stazes, but they represent < profound evolution from the psy- 
chiatry of 20 years ago. Efforts to better define psychiatric 
disorders in respect to their epidemiology, course, and re- 
sponse to treatment have been most visibly fostered in the 
United States by the efforts of researchers at Washington Uni- 
versity in St. Louis and at zhe University of Iowa. 

This book, which consists of invited contributions by indi- 
viduals who have either worked directly with or been heavily 
influenced by Sir Martin Roth, presents an impressive spec- 
trum that includes chapters on techniques of descriptive psy- 
chiatric research, geriatric psychiatry, neuropsychiatry, 
psychosurgery, neuro-ethology, clinical epidemiology, 
electroencephalography, n=uroimaging techniques, psychiat- 
ric historiography, the relationship between neurophysiology 
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and Jungian psychology, and even a chapter on the psycho- 
logical case history of a cold war spy. What is remarkable 
about this collection is that one individual could have influ- 
enced such a disparate group of contributors. 

In respect to specific content, the strongest sections of the 
text are those which cover the evaluation of psychometric 
techniques to delineate subtypes of depression and the section 
on disorders of the elderly (both major focuses of Martin 
Roth’s research). The latter section includes contributions on 
the phenomenology of paraphrenia as well as neuroimaging 
techniques and the neuropathology of dementia. Other, 
smaller gems can be found in the text, such as the overview 
chapters by Melvin Sabshin, Gerald Klerman, and Daniel X. 
Freedman, which present theoretical and historical perspec- 
tives of the development of modern psychiatry. A primary 
value of the text, however, beyond the quality of its individual 
contributions, is that it historically documents the contribu- 
tions of Martin Roth to psychiatry, providing a benchmark 
by which to measure the field’s roret scientific evolution. 


ALAN STOUDEMIRE, M.D. 
Atlanta, Ga. 


The Validity of Psychiatric Diagnosis, edited by Lee N. Robins 
and James E. Barrett. New York, Raven Press, 1989, 350 pp., 
$90.00. 


A method of achieving diagiostic validity in psychi- 
atric illness is described, consisting of five phases: clini- 
cal description, laboratory study, exclusion of other dis- 
orders, follow-up study, and family study. (1) 


About 20 years ago, a Midwestern version of perestroika 
began reshaping the landscape of U.S. psychiatry. The Validity 
of Psychiatric Diagnosis critically examines the current legacy 
of these changes in order to understand how far the process 
has come and to map out a course for the future. The quote 
at the beginning of this review is abstracted from a paper (1) 
(reprinted in full at the beginning of the book) that the editors 
believe marks the beginning of this perestroika. Indeed, many 
of us who completed psychiatric residencies in the 1970s 
viewed this statement as a prescription for opening the process 
of psychiatric diagnosis to the light of empirical hypothesis 
testing. 

The historical significance of the content of this book is 
reinforced by the historical importance of the chapter authors 
themselves, including Bruce Dohrenwend, Joseph Fleiss, Elliot 
Gershon, Sam Guze, Robert Kendell, Eli Robins, Lee Robins, 
and Robert Spitzer as well as a number of second-generation 
empiricists whose publications have not yet turned sufficiently 
yellow to be considered historical; In addition to the formal 
presentations, each chapter ends with a transcription of the 
question-and-answer sessions that!followed each talk. These 
exchanges involving the movers and shakers of empirical psy- 
chiatry are no less illuminating than the formal presentations. 


Am J Psychiatry 148:6, June 1991 


Productive perestroika must always include glasnost, and 
this book does a credible job of openly critiquing the effects 
of the validity-testing approach to diagnosis. Dr. Cloninger’s 
chapter notes the proliferation of alternative criteria sets as 
evidence for the difficulty of developing one diagnostic system 
that is valid for all purposes when a clearly etiologically based 
system cf diagnosis is not yet possible. Dr. Blashfield’s chapter 
extends this line of thought by considering the consequences 
of trying to improve reliability and validity with a diagnostic 
system that purports to be atheoretical. 

Dr. Dohrenwend and Dr. Lee Robins, along with others, 
review the strengths and limitations of what must be consid- 
ered the strategic warhead of empirical psychiatric diagnosis: 
the structured diagnostic interview. Both acknowledge that 
there are problems in applying these instruments to general 
population studies. Dr. Robins defends current levels of pre- 
cision by stating, “Perhaps one should not expect agreements 
between psychiatric assessments to surpass those for other as- 
sessments in medicine .. . [such as] between various methods 
of suspecting breast cancer and biopsy results” (p. 267). The 
problem remains that there are few useful biopsy procedures 
in psychiatry. 

Several of the chapters deal with statistical procedures for 
addressing such difficult issues as when to “lump” different 
syndromes with much in common and when to “split” syn- 
dromes with apparently distinct subtypes. Samplings of lon- 
gitudinal follow-up studies, laboratory studies, genetic stud- 
ies, and pharmacological trials are examined in separate 
chapters with the goal of evaluating how far we have come in 
establishing valid diagnostic entities. 

A careful reading of the material in this book will serve to 
caution the investigator against having too much confidence 
that the current diagnostic schemes are truly “carving nature 
at the joints.” The book makes it clear that the various criteria 
for validation proposed by Robins and Guze are not yet con- 
verging on a single unified approach to psychiatric diagnosis. 
On the other hand, one is left with the conclusion that the 
operational approach to diagnosis and validity testing allows 
future investigators to build on the foundation of past findings 
in a way that was not previously possible. Just as the produc- 
tion of goods must not be sheltered from the reality of market 
forces, psychiatric theories must not be sheltered from the re- 
ality of scientifically sound empirical studies. 


REFERENCE 


1. Robins E, Guze SB: Establishment of diagnostic validity in psy- 
chiatric illness: its application to schizophrenia. Am J Psychiatry 
1970; 126:983-987 


BRUCE PFOHL, M.D. 
Iowa City, lowa 


Life Events and Psychiatric Disorders: Controversial Issues, 
edited by Heinz Katschnig. New York, Cambridge University 
Press, 1987, 265 pp., $52.50. 


The title of this volume describes its contents well. The eight 
contributors have tackled the issues that complicate life events 
research and thereby provide a comprehensive evaluation of 
the status of that research and its future prospects. The various 
topics have been carefully selected and arranged. The first 
chapter, Brian Cooper’s “Mental Disorder as Reaction: The 
History of a Psychiatric Concept,” supplies a scholarly back- 
ground for the discussions of theory, research strategies, and 
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differing viewpoints that follow. Cooper emphasizes that at 
least since the days of Pinel, =squirol, and the usually over- 
looked Griesinger, mental illness has been considered to be the 
result of a combination of numerous predisposing and excit- 
ing causes. Cooper’s examination of current concepts of men- 
tal disorder is impressive. 

In chapter two, Turpin and Lader discuss biological mecha- 
nisms and present specific models of interactions between 
stress and vulnerability for anxiety, depression, and schizo- 
phrenia. They note, however, that there is little empirical sup- 
port for the models and specify five areas for future research: 
1) biological changes in normal populations that occur as a 
consequence of life events, 2) the separation of state-trait in- 
teraction by prospective studies, 3) the measurement of 
chronic difficulties and minor life events, 4) the mechanisms 
responsible for the interaction between stress and vulnerabil- 
ity, and 5) moderating social factors. 

In chapter three, Becker discusses psychological mecha- 
nisms, especially the role of life events as factors that pre- 
dispose to and precipitate illness. He draws heavily on the 
work of Bowlby and Harlow to illustrate how such early 
life experiences as deprivation may interconnect with later 
stress situations. Becker also looks at Seligman’s concept of 
learned helplessness and at the views of Lazarus and his 
colleagues regarding cognitive appraisal and the signifi- 
cance of these views in the still unbalanced stress-coping 
equation. Unfortunately, an integrated theory of the com- 
plex problem of stress, coping, and mental illness can be 
only dimly sketched. 

In chapter four, Katschnig incisively evaluates the two ma- 
jor instruments used to measure life stress, Holmes and Rahe’s 
Schedule of Recent Experiencz and its arbitrary life crisis units 
and the Life Event and Difficulty Schedule oz Brown et al., 
which yields a stress score produced by a group of raters who 
consider the context in which the event occurred. Katschnig’s 
studies show that the use of these two differing techniques in 
groups of depressed patients could yield identical results when 
only the aggregate data were considered; however, there was 
remarkably little congruence between the two when specific 
life events were evaluated in reliability studies. Such a finding 
epitomizes many of the major problems complicating stressful 
life events research. Katschnig concludes that the major dis- 
crepancies in life events research should make researchers cau- 
tious. 

The chapter by Brown and Harris on causal links and on 
their Bedford College studies of depression is a scholarly 70- 
page summary of their work over the past 15-20 years. They 
discuss major problems with life events research systemati- 
cally and describe the development of their concepts and meth- 
ods during the years they worked in London and in the He- 
brides. Importantly, Brown and Harris link stressful life events 
with ongoing difficulties. In addition, they introduce the 
needed concept of the “potential to produce symptoms for 
secondary gain” as a factor that influences the meaning or 
stress associated with an event. 

Brown and Harris look directly at the central problem of 
the meaning of life events. It is often possible to obtain con- 
sensus about the general meaning of a particular event—its 
desirability or undesirability—but the specific meaning, what 
the event means to the individual, remains quite elusive. How 
to evaluate the meaning of a life event to a human being is, to 
me, the most baffling research problem in this field. An indi- 
vidual’s either forgetting events or overestimating their num- 
ber and significance is primarily a matter of meaning, what 
W.I. Thomas many years ago referred to as “the definition of 
the situation.” 
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Brown and Harris point out the limitations of stressful life 
events research. In many studies, life events can explain only 
10% or less of the variance. Many major problems are meth- 
odological; probably the results of almost all life events re- 
search have been complicated by problems with recall and 
reliability. Brown and Harris conclude their chapter, which is 
a small monograph, with a call for research on how coping, 
personality, and physiological susceptibility influence life 
events. They see their semistructured interview and contextual 
measurement as important contributions to this research. 

In his chapter on céusal links, Bebbington focuses mainly 
on depression and the ways in which life events are quantified. 
Repeatedly, studies have shown that respondents often either 
forget or magnify the number of events. The effect of illness 
on either the forgettirg or the magnification of events is a 
substantial research problem that has not been solved. Beb- 
bington pleads for an integrated approach in future life events 
studies that considers both biological and social factors. 

In chapter seven, “Life Stress and Depressive Subtypes,” 
Katschnig et al. discuss the confusion about depressive types 
and subtypes, classification, terminology, and diagnostic cri- 
teria. The imprecise use of diagnostic terms and concepts 
handicaps research on depression, as illustrated by the differ- 
ing ways in which endcgenous depression as opposed to reac- 
tive or other types of depression is understood. The authors’ 
Vienna Study of Depression revealed that arbitrary definitions 
of depressive subtypes lacked validity. They also found that 
cluster analytic studies using phenomenological data had 
>romise. However, they emphasize that their research on de- 
pressive subtypes is still relatively inconclusive and list four 
recommendations: 1) the necessity to clarify matters relating 
to terminology and definition, 2) the necessity to conduct data 
analyses at the symprom level and to use a multiaxial ap- 
proach in order to supplement the categorical approach to 
psychiatric diagnosis and lessen its tautologies, 3) the desir- 
ability of using a polydiagnostic approach at this time, and 4) 
the need for more rigorous methods than those currently used 
in life events research. 

In the final chapter, the editor outlines prospects for future 
research. He emphasizes the need for greater precision in the 
phenomenological description of mental disorders and in the 
measurement of life stress. Areas requiring exploration are the 
process of coping with life events, moderating factors, and the 
interplay between psychosocial and biological factors. Katsch- 
nig advocates using multiple methods of data analyses. He 
concludes that future controversies should focus on “specific 
‘life stress-vulnerability’ tisk constellations and specific patho- 
genetic processes” and exhorts researchers to overcome the 
obstacles produced by the age-old dichotomous view of the 
mind and body. 

This book is highly recommended. In slightly more than 260 
pages, the authors discuss the history of life events research, 
its immense methodological difficulties, and avenues for the 
development of methods that have a potential for shedding 
light on the seemingly obvious but baffling relationship be- 
tween adversity and illness. The editor has skillfully brought 
tagether many of the foremost researchers in this field and has 
added his own scholarly views. The comprehensive bibliog- 
raphies are especially valuable. The book will be of benefit to 
researchers in psychiatry, psychology, and the behavioral sci- 
ences, and it will be useful to clinicians, trainees, and young 
professionals who are preparing for advanced degrees or 
Board examinations. 


JOHN J. SCHWAB, M.D. 
Louisviile, Ky. 
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Suicide: Understanding and Responding, edited by Douglas 
Jacobs and Herbert N. Brown. Madison, Conn., International 
Universities Press, 1989, S05 pp., $60.00. 


My first reaction to this book was, Not another publish- 
ed symposium on suicide, one promising “Harvard Medical 
School perspectives” yet. Surely this book would prove to 
be another filled with uneven editing and redundancies. 
What a nice surprise, therefore, to discover that I was 
wrong. This is a most readable work, only minimally re- 
dundant, and presents some new and some provocative ma- 
terial. 

Beginning in 1981, Harvard Medical School has spon- 
sored an annual symposium on suicide. By selecting and 
organizing the various presentations at these symposia the 
editors have produced a more comprehensive overview of 
suicide than one could expect from a single symposium. 
What I found particularly helpful, however, is the inclusion 
of a number of chapters not generally found in books on 
suicide, such as the sections on psychotherapeutic strategies 
and pitfalls, the aftermath of suicide, and philosophical per- 
spectives on suicide. 

Both editors are on the Harai faculty as well as in pri- 
vate practice; Jacobs is academically based at McLean Hos- 
pital and Brown at Cambridge Hospital. Although a num- 
ber of the contributing authors are from the Boston area, 
this is by no means a parochialľ'treatise on suicide; contribu- 
tors are drawn from among nationally known experts in 
the field. 

The book is divided into foni sections, sandwiched be- 
tween a very brief foreword (a'dialogue between Erik Erik- 
son and Jacobs) and an afterword (two pages of reflections 
on suicide by Karl Menninger). Aside from historical and 
sentimental interest, particularly in view of Dr. Karl’s re- 
cent death, little seems to be added by these two papers. 
Following some overview material, the first section, Foun- 
dations, contains chapters on psychological, biological, 
and social aspects of suicide. The second section, Under- 
standing, begins with two chapters on suicide assessments 
in the general population and then has seven chapters on 
specific assessment considerations. The third section, Re- 
sponding, has four chapters on psychodynamic and psycho- 
therapeutic strategies and pitfalls, two chapters on treat- 
ment settings, and two chapters on the aftermath of suicide. 
The fourth and final section, Philosophical and Larger Per- 
spectives, contains four chapters. 

Some of the unusual contributions include the chapter by 
Robert Litman on assessing suicide risk in which he uses a 
number of dream examples from his own extensive clinical 
experience with patients. Alexandra Kaplan and Rona 
Klein view suicide in women from a relational perspective. 
This is an invited chapter, not part of the original symposia. 
I do not agree entirely with these authors that “the key to 
understanding the psychological experience of suicidal 
women is to acknowledge that, for a woman, a decision to 
kill herself and to therefore abandon and destroy all relat- 
edness stands in direct opposition to the values most central 
to her core identity as a relational being” because I feel that 
there is no single key to understanding suicide, for either 
men or for women, and that to cite one is misleadingly sim- 
plistic. However, I found the chapter very provocative. 
Kaplan and Klein feel that suicidal men are more likely than 
suicidal women to be highly invested in an intellectualized 
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belief in their fundamental right to kill themselves. They con- 
trast the tendency of men to base their choices on universal 
principles and rules of fairness with the tendency of women 
to define themselves and their existence more in terms of re- 
lationships, citing a case example of a depressed man who 
countered his therapist’s inquiry into how the patient’s parents 
or girlfriend might feel if he killed himself by the statement, “I 
really don’t care .. . their response has no bearing on my right 
to do as I please with my life.” I suspect that Kaplan and Klein 
are looking at how people dress their rationalizations rather 
than the true affective state of suicidal patients of either sex. 

The section on responding presents some very interesting 
chapters, including that of Maltzberger and Buie, who 
warn cf the limitations of empathy in assessing suicidal pa- 
tients, which contrasts with the chapter by Jacobs on using 
the empathic method in suicidal patients and the need to 
allow the patient to feel suicidal and to express that need. 
Maltzberger and Buie focus on seven common errors, in- 
cluding countertransference rage toward the patient. Zin- 
berg has a very interesting chapter regarding the threat of 
suicide arising in psychotherapy that includes good case 
material and uses a structural model. This section con- 
cludes with a clinical interview of a suicidal patient by Le- 
ston Havens and a discussion of his interview by two ex- 
perts. Another unusual chapter is Herbert Brown’s on 
patient suicide and therapists in training. 

In the section on philosophical and larger issues, a number 
of not very surprising stances are reached by some noted 
authors. For instance, Szasz emphasizes that suicide is not the 
responsibility of the therapist, and John Mack examines group 
suicidal behavior from Masada to Guyana and speculates on 
society’s current potential for group destruction as we seem 
to plunge toward nuclear annihilation. Robert Lifton, writing 
on “Suicide: The Quest for a Future,” uses Mishima’s suicide 
as an example of his hypothesis. 

Some of the material seems a little dated. John Mack’s “Ar- 
chitectural Model” of suicide again presents the suicide of 
Vivienne, and Alexander Morgan’s chapter, “Special Issues of 
Assessment and Treatment of Suicide Risk in the Elderly,” 
extends his data analysis only to 1978 and grossly underesti- 
mates the decrease in suicide in the elderly over the past 40 
years. Morgan speaks of “a small decrease” in the suicide rate 
among the elderly in the United States over the last 20 years 
and explains that this regression can be almost entirely ex- 
plained by the increase that has occurred in the level of income 
among the elderly over this time period. That is only one of a 
number of possible explanations for the decrease, but the de- 
crease in suicides among the elderly is by no means small. 
Overall, suicide rates have remained relatively constant in the 
United States for the past 50 years, but the rates for adoles- 
cents have nearly tripled. For the overall rate to remain con- 
stant there must have been a decrease in some other popula- 
tion, and, indeed, the decrease in the rate among the elderly is 
equal to the increase among adolescents. The reason it appears 
less dramatic is because it is spread out over a 30-year age span 
rather than being concentrated in a 10-year age span (e.g., 
15-~-24-year-olds), so at first glance it appears less noticeable. 

In summary, this is an excellent book that I would enthusi- 
astically recommend to the beginner and to the expert in the 
study of suicide because both will find new material here. Al- 
though the suggested list price on the review copy seems a little 
high, [think the book is an extremely worthwhile contribution 
to the mental health professional’s library. 


HOWARD S. SUDAK, M.D. 
Cleveland, Ohio 
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Self-Destruction in the Promised Land: A Psychocultural Bi- 
ology of American Suicide, by Howard I. Kushner. New 
Brunswick, N.J., Rutgers University Press, 1989, 268 pp., 
$24.95, 


The study of self-destructicn is hampered by enormous con- 
ceptual and definitional problems. What is suicide? Is it a dis- 
ease, an illness, a sociocultural phenomenon like marriage or 
divorce, a moral dilemma, or a philosophical question, as sug- 
gested by Camus? The taking of one’s own life can be heroic 
if done in battle or to save another. In some times and places 
it has been considered illegal, the result of a diseased mind, or 
as a punishment of the gods. Self-induced death of a young 
person is seen as tragic, but that of an old person may be 
viewed as a justifiable end of suffering. The literature on sui- 
cide grows daily. Each new decade seems to involve a major 
conceptual reevaluation. One wishes that increased under- 
standing would bear some proportional relationship to the 
volume of literature published on the subject. 

Kushner’s book promises a historical overview leading to a 
psychocultural-biological reconceptualization of suicide. This 
book is enjoyable to read, the style is easy and breezy, and 
selected chapters are excellent; however, there is a lack of in- 
tegration of the various historical, cultural, and scientific com- 
ponents that results in an uneven and flawed work. 

It is disappointing that Kushner presents his psychocultural 
biology as a new idea. George Engel (1) pioneered the concept 
of a biopsychosocial approach to illness and disease that does 
not differ from what Kushner is presenting except that Engel’s 
thesis is more fully conceptualized. It is surprising that Kush- 
ner seems entirely unaware of Engel’s work or even of the 
biopsychosocial concept, which is widely known in medicine. 
This apparent gap in knowledge diminishes confidence in the 
quality of Kushner’s contribution. However, Kushner’s con- 
ceptualization validates Engel’s contribution. 

The historical section is well written and entertaining but 
uneven. Kushner traces the historical attitudes toward suicide 
among the English settlers cf New England through the rise 
of moral treatment and into modern times. He documents how 
reviled and despised suicides were by the Puritans and how 
moral attitudes of punishment extended to the surviving rela- 
tives. However, by concentrating on New England history 
Kushner neglects the rich contribution to U.S. history made 
by the early Spanish settlers of the Southwest. One wonders 
what their attitude toward suicide was and how this would 
alter or support his thesis. 

The rise of moral treatment transformed the causation of 
suicide from one of moral laxity or demonic possession to that 
of mental disease. However, the chapter on the “Rise and De- 
cline of Moral Treatment, 1844-1917” suffers from superfi- 
ciality and neglect of the enormous number of primary sources 
on melancholia and suicide f-om the first half of the nineteenth 
century. 

The new biological revolution suggests that altered neuro- 
chemistry, especially involving the serotonin transmitter sys- 
tem, may be implicated in suicide, but this work is very new 
and there are few and sometimes conflicting studies. Much of 
this work involves the study of neurotransmitters, which may 
be misleading. Neurotransmitters are the end result of proc- 
esses occurring within the neuron. The true defect may result 
from altered neuronal funct‘on as a result of genetic or devel- 
opmental influences, which then secondarily control the neu- 
rotransmitters. It is too early to accept uncritically as proven 
that altered biochemistry leads to suicide on the basis of the 
studies published to date, although the research results are 
intriguing and promising. 
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It is disappointing that Kushner so uncritically accepts the 
idea that nutritional inadequacy can lead to mass suicide, even 
though one of his central theses raises the question of why, 
when faced with seemingly similar sets of circumstances, some 
people commit suicide and others do not. This same question 
applies to group or mass suicide. People living in concentra- 
tion camps were subjected to horrible conditions and severe 
nutritional deprivation, yet mass suicide is not a reported fea- 
ture of the concentration camp experience. During World War 
II in Europe, when nutritional inadequacy was common, sui- 
cide rates declined (2). In the past decade, suicide rates have 
risen dramatically along with better nutrition in most coun- 
tries in Europe. In Africa, mass starvation has been common 
in the last two decades, but the phenomenon of mass suicide 
has not been observed. To imply, as Kushner does, that the 
Jonestown mass suicide was a result of nutritional deprivation 
of tryptophan or other serotonin precursors is at best a hy- 
pothesis and at worst a rank speculation. Further, to imply 
that the sixteenth-century English settlers of Jamestown were 
apathetic because of a similar dietary deficiency is unsup- 
ported speculation. 

In summary, this is a book worth reading critically. It will 
stimulate ideas and induce frustration because of overgener- 
alizations and the frequent uncritical acceptance of underde- 
veloped hypotheses. Kushner is often dogmatic when a more 
flexible concept would be appropriate. His book is interesting 
and provocative, but it also highlights the folly of trying to 
bring together findings in several independent fields of re- 
search without first developing an articulated model of how 
the component fields interact. 
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GERIATRIC PSYCHIATRY 


Geriatric Psychiatry, edited by Ewald W. Busse, M.D., and 
Dan G. Blazer, M.D., Ph.D. Washington, D.C., American 
Psychiatric Press, 1989, 695 pp., $55.00. 


Geriatric psychiatry has come of age in the United States. 
The recent decision by the American Board of Psychiatry and 
Neurology and the American Board of Medical Specialties to 
denote “added qualification” for geriatric psychiatry culmi- 
nates the slow but steady process of recognition that this field 
is sufficiently unique to require special demarcation. Supported 
by the Council on Aging cf APA, the Committee on Aging of 
the Group for the Advancement of Psychiatry, the Center on 
Aging (now the Mental Disorders of the Aging Research 
Branch) of the National Institute of Mental Health, and, more 
recently, the American Association of Geriatric Psychiatry, the 
professional identity of geriatric psychiatry has emerged at a 
time when the elderly are the fastest growing portion of our 
population. Indeed, the demographic imperative has proven 
most powerful, and despite governmental policies that at- 
tempted to limit the resources spent for the mental health needs 
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of the elderly, this subspecialty has begun to emerge in a more 
nearly completed form. (One might be tempted to interpret 
previous Medicare reimbursement regulations as an outright 
attempt to stifle the development of the field.) 

In this evolutionary context, the publication of Geriatric Psy- 
chiatry is most welcome. Anyone who looks at the book will 
immediately recognize that this is largely the product of profes- 
sionals working or trained at Duke University; thus, it reflects a 
long tradition of involvement in geriatrics and gerontology. It is 
not a reissue of the authors’ handbook (1) but an entirely new 
text that expands its focus and presents a balanced, comprehen- 
sive, and current view of the field, impressively conveying the 
breadth and depth of available knowledge. 

Busse and Blazer have constructed their volume in four ba- 
sic sections. (There is a brief closing section that is, in great 
measure, philosophical and historical as well as future look- 
ing.) The sections pay attention to the basic science of geriatric 
psychiatry (including cultural, neurobiological, physiological, 
psychological, socioeconomic, and epidemiologic perspec- 
tives), the diagnostic workup, a review of psychiatric disor- 
ders, and consideration of treatment approaches. 

One of the most evident strengths of this text is its clear 
roots in geriatric medicine and gerontology, and this is mani- 
fest throughout each of the sections and the individual chap- 
ters. I particularly appreciate those chapters which enlarge my 
view and draw my attention to the broader perspectives that 
must be considered in geriatric practice. The opening chapter 
by Busse, Rowe’s discussion of the physiological changes that 
occur with aging, George’s consideration of social and eco- 
nomic factors, and Sullivan’s review of diet, nutrition, and 
exercise all contribute to enhancing an understanding of the 
discipline’s overall context. An epidemiologic theme is inter- 
woven throughout the section on clinical disorders, reflecting 
the tradition of the Duke program and Dr. Blazer’s particular 
interests, and this provides a valuable backdrop for the de- 
scriptions of psychiatric disturbances. Clearly, the authors of 
these chapters are very experienced clinicians as well as re- 
searchers, and they go to great lengths to clarify the unique or 
special problems presented by geriatric patients. The editors 
must have placed emphasis on the need to balance research 
findings with practical clinical information. They are success- 
ful. Moreover, the chapter authors often convey the limita- 
tions of available research, and I was pleased to see no gran- 
diose efforts to present the field as fully formed or completely 
understood. This is well exemplified in the chapter on anxiety 
disorders by Brickman and Eisdorfer and in Blazer’s chapter 
on affective disorders. 

The chapters on treatment are straightforward, useful sum- 
maries with carefully considered recommendations for ther- 
apy. In addition to the chapter by Sullivan already noted, there 
are useful discussions on pharmacotherapy, psychotherapy, 
the treatment of the elderly in inpatient and long-term care 
settings, and a description of the development of community- 
oriented care. The latter is presented from a health services 
delivery perspective and provides an important counterpoint 
that emphasizes the need for a broader view by the practicing 
clinician. | 

Some quibbles. I looked for a clear-cut discussion about the 
differences in patient populations encountered in inpatient set- 
tings (both psychiatric and consultation-liaison), long-term 
care, ambulatory settings, and home-care settings. Although 
much of the psychopathology encountered in each of these 
sites is alike, distinctive differences do exist and need to be 
considered sys tematically. The treating clinician would benefit 
from such a review. Although components of the necessary 
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material are scattered throughout the book, a concise com- 
parative discussion would prove helpful. My second quibble 
involves the presentation format in the text. In the clinically 
oriented sections, brief summary tables that concisely review 
principles for treatment and therapeutic interventions would 
assist the reader who seeks a quick review of a specific ques- 
tion. Beyond these, I have little to criticize. 

Geriatric Psychiatry certainly deserves a place on the book- 
shelf of anyone aspiring to develop skills in this specialty as 
well as the general psychiatrist who wants to deepen his or her 
understanding of unique aspects of the field. It is a core text. 
Beside it would place Geriatric Neuropsychology by Marilyn 
Albert and Mark Moss (2) and Clinical Neurology of Aging 
by Martin Albert (3). These three together form the basis of a 
very usable reference library that will introduce the clinician 
to this exciting, useful, and rapidly growing field. 
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Dementia Care: Patient, Family, and Community, edited by 
Nancy L. Mace. Baltimore, Jobns Hopkins University Press, 
1989, 392 pp., $34.50. 


This didactic work provides many compassionate manage- 
ment strategies and very candid analyses of research studies 
for patients as well as for primary and secondary caregivers. 
The contributing authors represent diverse disciplines, and 
their experiences range from hands-on in hospitals and nurs- 
ing homes to academia, consultantships, and private practice. 
Each author offers the unique insights culled from clinical 
management, research, and involvement with dementia pa- 
tients and their families on many levels. What emerges is a 
volume confirming that the functioning of the patient can be 
maximized with appropriate care and intervention. 

The convergence of neurology and psychiatry is under- 
scored. Assessment is advocated as an ongoing process involv- 
ing not only the reciprocal interactions among patient, family, 
and community but the patient’s immediate physical and psy- 
chosocial environment. 

Part one, The Patient, consists of seven chapters that in sim- 
ple, straightforward language differentiate among medical di- 
agnosis, psychosocial assessment, and differential diagnosis 
for the nonmedical reader, concluding that these are not inde- 
pendent processes. This section does much to bolster the un- 
derstanding of the caregivers and the dignity of the patient. 
Practical insight into the meaning of behavior is offered—for 
example, “A patient who poses a problem because of inappro- 
priate sexual remarks to the staff may really be trying to re- 
store a self-concept of physical attractiveness in the past.” Tru- 
isms regarding aging, such as that personality traits become 
more ingrained, are mentioned, but, equally important, the 
various authors stress building on the patient’s resources and 
support systems. 

Practical questions such as, How does the family react emo- 
tionally to problems? How does the family cope? and How 
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does the family solve problems? are raised. The authors also 
raise sensitive issues: Who should become a caregiver? How 
should the diagnosis of Alzheimer’s disease be presented to the 
patient and the family? Is drug use and misuse causing or con- 
tributing to delirium and dementia? Who should conduct as- 
sessments with the patient and the family? 

Descriptions of behavioral interventions that maximize 
functioning and health maintenance are packed into every 
chapter. The pros and cons of interventions that attempt to 
change the patient are raised consistently. Ethical issues are 
inculcated in principles of care, and the authors clearly are 
patient advocates: “The use of agents for their nonspecific, 
sedative effects to produce a more cooperative patient is to be 
avoided.” Many areas requiring further research, such as the 
use of behavior modification and supportive milieu therapy 
and the patient’s level of perception, comprehension, and at- 
tention, are suggested. 

The family is the focus of the four chapters in section two. 
The opening pages are dotted with the experiences of primary 
caregivers, which sets the stage for the exploration of common 
themes in family encounters, demographics of caregivers, as- 
sumptions surrounding caregiving, and the physical, psycho- 
social, financial, and legal issues that arise. The chapter enti- 
tled “Design of the Home Environment for the Cognitively 
Impaired Person” emphasizes that the normal sensory changes 
associated with aging create the need for specia! environments. 
Making the home environment safe is not confined to matters 
of architecture and security, although these issues are ad- 
dressed. Rather, the goal is to use environmental design to 
support and enhance the patient’s attention span, life style, 
and social interchange. 

Just what constitutes respite care is dovetailed with issues 
of cost containment and minority programming. However, 
respite care is in short supplv and has many limitations. The 
author of this chapter states with conviction that “all situ- 
ations will not be served by respite care.” The barriers to 
respite care presented in this chapter need further study. 
The results of delay, denia., and ineptitude in addressing 
legal and financial considerations are summed up in one 
word—impoverishment. The key issues that caregivers 
need to consider—guardianship, power of attorney, living 
wills, probate, joint tenancy trusts, and financial entitle- 
ments—are discussed in depth. This chapter is required 
reading for caregivers. 

Part three has as its central focus the community, including 
approaches to long-term settings, use of volunteers, and public 
policy. The book concludes with a chapter entitled “Changing 
Public Policy for Dementia Care.” It challenges the reader to 
action; decision makers respond to advocates who are voters. 

This book should emerge as a solid reference for caregivers, 
medica! personnel, and allied human service professionals. Re- 
searchers, too, are offered a wealth of ideas for further inves- 
tigation. Information regarding complex issues is conveyed 
with pithy explanations, congruent tables, concise chapter 
summaries, and references. 

Perhaps the outstanding contribution of this book is that 
although numerous studies are cited, the scientific data do not 
overpower the human message. Attention to the patient’s 
comfort level and to the development of nonjudgmental atti- 
tudes toward caregivers pervades tne volume. Dementia Care 
is recommended reading for all who would like new insights 
and a hopeful message regarding innovative possibilities in the 
care of the patient with dementia. 


MAUREEN MCCARTHY, PH.D. 
Portsmouth, Va. 
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Society, Stress, and Disease, vol. 5: Old Age, edited by Lennart 
Levi, M.D. New York, Oxford University Press, 1987, 377 
pp., $175.00. 


This is an old book about old age. Although the date of 
the WHO-sponsored symposium on which this volume is 
based is conspicuously absent, it would not take a Baker 
Street Irregular to observe the curious facts that three of the 
contributors are listed as deceased, several funding agencies 
are thanked for their generosity in the early 1970s, and the 
future tense is used in a reference to 1976. In the preface, 
dated June 1987, Dr. Levi lists under the heading New 
Trends a number of WHO recommendations to which the 
editor hopes this series of symposia and books may have 
contributed “to some modest degree.” This is a demure as- 
piration and begs the question of what the book might offer 
an interested gerontologist considering its purchase in 
1990. 

The answer is mixed. The best chapters review different 
psychological theories on aging; the differential response to 
old age in countries such as Sweden, India, France, and 
Kenya; how to prepare people for retirement; and how the 
sacial policy of the Soviet Union safeguards the health and 
well-being of its elderly. Many of the chapters have delight- 
ful (and hopeful) quotations about aging, and one, by Cor- 
san and Corson, chronicles the late-life achievements of a 
number of individuals still active in their 80s and 90s. There 
is a considerable amount of descriptive data that generally 
support the “use it or lose it” school, and, overall, the psy- 
chosocial perspective outpoints the biological by a large 
margin. 

The bad news is that the book contributes to the transfor- 
mation of the term “holistic” into an uncomplimentary ad- 
jective. Boxes, arrows, and Venn diagrams link such things 
as death and disengagement to decrease of resources and loss 
of control to low sex and maternal drives, the “playing dead 
reaction,” and increased pepsin levels. Another chapter, con- 
trasting harmonious aging (“eugeria”) and disharmonious 
aging (“dysgeria”), lists healthy skin color, a normal genital 
tract, and a preponderance of alpha waves and nonextremist 
religious, political, and racial views in individuals with 
eugeria as opposed to wrinkles, vaginal prolapse, and rela- 
tively more slow-wave activity and critically intolerant be- 
haviors in those afflicted with dysgeria. 

In part the problem is editorial. Specific chapters, such 
as those advocating pet-facilitated therapy and nonverbal 
communication therapy for the aged, are juxtaposed with 
overarching reviews of the “problems, challenges, and fu- 
ture trends” in geriatric care in Western countries. This al- 
ternating microscopic and macroscopic look at old age pro- 
duces a somewhat unfocused final view, reflected in Aubrey 
Kagan’s unenviable task, a chapter entitled “Synopsis of 
General Discussion.” Ever the statesman, Kagan chooses 
simply to quote the contributors piecemeal but at length. It 
is hard to be too critical of this, given the focal range of 
contributions on dogs, cats, pensions, bowel function, and 
death. 

At age 42, I felt that tke worth of this book on aging was 
established in one of Alastair Heron’s chapters, “The Con- 
cept of Functional Age,” in which he punctures the rather 
disagreeable notion of “too old at 40.” It would have been 
more reassuring to me, however, had the argument been 
based on something stronger than individual differences. 


VICTOR I. REUS, M.D. 
San Francisco, Calif. 
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Psychiatric Interviewing: The Art of Understanding, by 
Shawn C. Shea, M.D. Philadelphia, W.B. Saunders (Harcourt 
Brace Jovanovich), 1988, 554 pp., $25.00. 


Writing a book to teach or improve a skill is a formidable 
challenge. The constraints of the written format often entrap 
both author and reader in lethal tar pits of viscous description, 
disorienting direction, and daunting detail. Whether it is a 
pamphlet designed to teach the teenager the mechanics of op- 
erating an automobile or a book endeavoring to teach com- 
petitive swimming strokes, most of these efforts fall far short 
of “live” instruction, supervision, or coaching. The skills nec- 
essary for psychiatric interviewing are numerous and variable. 
At least two individuals with unique experience, tempera- 
ment, and outlook engage in an almost infinite complexity of 
exchanges and interactions that are affected by countless en- 
dogenous and exogenous variables—including the willingness 
and capacities of each party to participate, perceive, compre- 
hend, and communicate. It is no wonder that, despite the fun- 
damental importance of psychiatric interviewing for clinical 
assessment, diagnosis, and treatment, relatively few books are 
specifically devoted to the subject. Further, most among this 
small number of books go unnoticed. The one or two valuable 
exceptions (1, 2) have avoided the dialogue format (“the pa- 
tient says ...; the psychiatrist responds”) that requires a dra- 
matic writer of Shakespearean prowess to sustain a reader’s 
interest beyond a page or two, ' 

Shawn Shea enters this treacherous arena and dares to am- 
plify the challenge by declaring the ambitious goal of crafting 
a book on psychiatric interviewing that is not only a “practical 
guide for psychiatrists, psychologists, counselors, social work- 
ers, nurses, and other mental health professionals” but also a 
“current textbook for medical students and nursing students 
as they study psychiatry.” The director of a course on psychi- 
atric interviewing at the Western Psychiatric Institute and 
Clinic in Pittsburgh, Dr. Shea states in his preface, “I felt a 
practical textbook, emphasizing the integration of engage- 
ment, diagnosis, and treatment planning, would be very help- 
ful. To my surprise, I could not find such a book.” As I have 
said, other psychiatrists, including MacKinnon and Michels 
(1) and MacKinnon and myself (2), have struggled to write 
such books, which have met with a considerable degree of 
success based on published reviews and reader acceptance (the 
former has sold over 80,000 copies and continues to sell sev- 
eral thousand texts per year). This unintended slight, com- 
bined with Dr. Shea’s ambitious goals, cast a gauntlet of skep- 
ticism in my direction. However, in a fashion that parallels a 
skillfully executed psychiatric interview, Dr. Shea engaged and 
disarmed me with a book that blends a scholarly mastery of 
the subject with taut organization, skillful writing, and charm. 
Psychiatric Interviewing: The Art of Understanding differs 
sufficiently from and adds substantially to previous texts on 
this subject to make a unique and substantive educational con- 
tribution for students and practitioners of all the mental health 
disciplines. 

The writing style of the book is highly personal. The first 
person plural is used throughout ‘the text—a technique that 
successfully establishes an intimate tone, not unlike what oc- 
curs in dyadic supervision. The form also provides a rhetorical 
flexibility that allows the author to combine, successfully, 
many didactic forms such as referenced data, personal opin- 
ions, anecdotes, case examples, exhortations, and admoni- 
tions. Suffused with charm, humor, and intrigue, Dr. Shea’s 
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oratorical style proves to be an ingenious educational vehicle 
with which to convey important points about the technique 
and process of the psychiatric interview. The result is that the 
reader’s interest and imagination are sustained throughout the 
book. In fact, this book can be read with interest and enthu- 
siasm from cover to cover, almost like a novel. 

Psychiatric Interviewing: The Art of Understanding is di- 
vided into three parts. Part one, The Fundamentals of Inter- 
viewing, concerns itself with the basic principles of the skill. 
Of necessity, this section reviews fundamental definitions, 
guidelines, and issues that are essential for the novice. Dr. Shea 
also unflinchingly takes on difficult and often overlooked sub- 
jects such as “clinician genuineness” and skillfully dissects, 
defines, and explains the implications of the issue. This section 
is enhanced by examples of the advantages and disadvantages 
of a variety of techniques, including using open-ended versus 
closed-ended questions, probing versus nonprobing tech- 
niques, ‘act finding versus opinion finding, and structured ver- 
sus nonstructured interviewing. The examples used are inter- 
esting, clear, and believable and will complement “live” 
supervision. The focus is on the dynamic process of the psy- 
chiatric interview, which Dr. Shea correctly understands is a 
highly structured discipline with the potential to be a breath- 
taking artistic expression. 

The chapter entitled “Nonverbal Behavior: The Interview 
in Mind” is especially stimulating and useful. In this consid- 
eration, Dr. Shea isolates the basic principles of nonverbal 
behavior, including proxemics (the manner in which people 
are affected by the distances between themselves and objects 
in the environment), kinetics (the study of the body in move- 
ment), and paralanguage (how messages are delivered, includ- 
ing such elements as the tone of voice, loudness of voice, pitch 
of voice, and fluency of speech). Characteristically, Dr. Shea 
delves into such sticky questions as when it is and when it is 
not appropriate to touch a patient. 

The last chapter in part one deals with the organization of 
data from the interview and the development of a treatment 
plan. Dr. Shea does an excellent job of introducing the reader 
to the use of DSM-III-R; however, the didactic quality plum- 
mets as the author introduces his own systems analysis para- 
digm for organizing and understanding data derived from 
clinical assessments. The basic problems with Dr. Shea’s para- 
digm are that it is largely self-evident, it is somewhat idiosyn- 
cratic, and it does not provide sufficient guidelines, organiza- 
tion, and structure for the student or the practitioner to 
develop and write up a cohesive case formation and treatment 
plan. I view this to be an important deficiency of the book 
because students and educators must look elsewhere to have 
case formulation and treatment planning presented in a more 
structured and applicable format. 

Part two focuses on interviewing techniques for patients 
with mood disorders, psychoses, and/or personality disorders. 
The author enriches these sections with a wealth of data about 
the respective symptoms and syndromes. The text is suffused 
with illustrative and captivating clinical examples. The result 
is that, in addition to learning a great deal about interviewing 
techniques, the reader also gains multidimensional knowledge 
of several major psychiatric disorders. The disadvantage of 
this approach, however, is that the author occasionally loses 
his way and transforms the book into a general textbook of 
psychiatry. For example, tables on common causes of delirium 
and organic causes of psychoses are included. The overall re- 
sult is a capricious selection of several subjects that are ex- 
panded beyond the central theme of the psychiatric interview 
and other important entities are omitted. 
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Part three deals with advanced techniques of interviewing. 
An important and successful chapter focuses on exploring sul- 
cidal and homicidal ideation and pctential. Dr. Shea does an 
excellent job of portraying skillful use of the psvchiatric inter- 
view to assess {and diminish) suicidal risk. Unfortunately, he 
devotes only two pages to the use of the psychiatric interview 
to explore homicidal ideation and risk—an area that is of ex- 
traordinary importance to both the student and the advanced 
practitioner. He states, “The approach to homicidal ideation 
is a great deal foggier than the approach to suicidal ideation. 
The reason for this problem is the fact that risk factors for 
homicide are not as well delineated. In fact, to my knowledge, 
no study has indicated an effective way of accurately predict- 
ing homicide” (p. 437). In actuality, there is a large, solid, and 
applicable body of knowledg2 related to the assessment and 
reduction of aggressive risk, and these data relate importantly 
to multifarious aspects of the psychiatric interview. Notice- 
ably missing from the bibliography at the end of the chapter 
are seminal papers in this area by such authors as Tardiff, 
Dietz, Lion, Eichelman, Monroe, Bell, Silver, and many oth- 
ers. The appropriate use of the psychiatric interview to assess 
and diminish violent risk is a critical skill for every practitio- 
ner, and its virtual omission in this text represents a missed 
opportunity. 

The last two chapters of the book, “Vantage Points: Bridges 
to Psychotherapy” and “The Art of Moving With Resistance,” 
are creative high points of the book. In the former chapter Dr. 
Shea addresses often overlooked areas, such as intuitive re- 
sponses on the part of the interviewer, the role and use of the 
clinician’s own fantasies, and issues related to self-disclosure. 
The concluding chapter of the book approaches patient resis- 
tance from many perspectives. The novice interviewer is 
taught to recognize resistance in its many forms and is in- 
structed in useful techniques and approaches to convert resis- 
tance into opportunities for insight and advancing the goals 
of treatment. In summary, I highly recommend Psycutatric 
Interviewing: The Art of Understanding for both students and 
experienced practitioners of the full range of mental health 
disciplines. Rich in information, wisdom, humor, and charm, 
this book teaches not only inzerviewing skills but also the at- 
titudes and behaviors that underpin the therapeutic personal- 
ity and process. 
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Outpatient Psychiatry: Diagnosis and Treatment, 2nd ed., ed- 
ited by Aaron Lazare. Baltimore, Williams c Wilkins Co., 
1989, 726 pp., $75.95. 


In this second edition of Outpatient Psychiatry, Aaron La- 
zare has put together a crisply edited textbook that beautifully 
embodies the modern principles anc. perspectives which define 
our evolving discipline. The work contains 50 chapters organ- 
ized into five sections: Conceptua! Approaches for Clinical 
Practice, Data for Assessment, Differential Diagnosis of Psy- 
chiatric Presentations With Known Organic Causes, Selected 
Problems in Outpatient Practice, ard Aspects of Treatment in 
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Outpatient Practice. Notably, Lazare wrote or co-wrote al- 
most one-third of the chapters, and all but seven come from 
contributors at his own department at the University of Mas- 
sachusetts or those from Harvard affiliates. This concentra- 
tion of authorship along with the concise format and lucid 
writing style allows the book to speak with a clear voice. Un- 
like some other edited texts, it is easy to read, cohesive, and 
nonrepetitious. 

The first section is the strongest. In simple but elegant fash- 
ion, Lazare advances a model of psychiatric practice firmly 
grounded on multidimensional thinking and rigorous testing 
of the clinical data. This may be second nature to experienced 
clinicians, but to see this model articulated in an introductory 
textbook is refreshing. The need to approach clinical problems 
in a flexible manner, using multiple orientations and then 
searching for the best fit between theory and clinical reality, 
is emphasized throughout the book. To accomplish this, the 
biological, psychological, sociocultural, and behavioral per- 
spectives are each reviewed in separate chapters. Sherman Eis- 
enthal’s comprehensive account of sociocultural psychiatry is 
particularly outstanding. This even-handed review of psychia- 
try’s major paradigms is followed by a chapter on hypothesis 
testing. Lazare describes how to organize clinical data into a 
series of assertions capable of being weighed and challenged. 
Given the central importance of this task, this chapter would 
have benefited from elaboration and examples. The last chap- 
ters in this first section codify Lazare’s earlier work on the 
“customer” aspects of patienthood and help seeking and de- 
scribe an interesting model of psychotherapy as negotiation. 

The creativity and vitality of these introductory chapters is 
less apparent in the following sections. Here we are presented 
with the more standard renditions of the mental status exami- 
nation, lists of medical illnesses that cause psychiatric symp- 
toms, and a sampling cf diagnostic categories described in 
“DSM-ITI-R-ese.” Among the latter, Rogoff’s chapter on the 
mentally retarded mentally ill is quite good, and Krystal et al. 


provide an illuminating review of anxiety disorders. In con- 
trast, some of the information on schizophrenia is antiquated 
and, at times, misleading. | 

The last section contains five chapters on individual, group, 
family, behavior, and rehabilitative therapies. In the discus- 
sion of individual therapies, Docherty provides a masterful, 
concise review of the literature on process and outcome vari- 
ables in psychotherapy research and follows with a descrip- 
tion of currently established treatment modalities. Moss and 
Lieberman provide a thorough explication of behavior ther- 
apy with a step-by-step demonstration of its strategies. The 
inclusion of a chapter on the psychology of psychopharma- 
cology is a welcome addition. | 

This book is like a dinner which begins with such a splendid 
appetizer that the rest of the meal, good though it may be, 
suffers by comparison. Lazare’s' introductory section is bub- 
bling with fresh ideas and vitality. However, rather than de- 
veloping and exemplifying the multidimensional, hypothesis- 
testing model of patient care, the book reverts to the 
all-too-standard descriptions of disorders and treatments that 
can be found in other comprehensive works. In addition, is- 
sues specifically pertinent to the outpatient setting, such as 
payment, reimbursement, and collaboration with other health 
professionals, are not included. The failure to address these 
topics, along with the fact that the lion’s share of this work 
reiterates information found in general textbooks of psychia- 
try, forces the question of whether this book truly documents 
a knowledge base specific to the outpatient setting. Elabora- 
tion of the proposed treatment model, along with the addition 
of topics more germane to ambulatory practice, would convert 
this book from a good one to a great one. As it is, Outpatient 
Psychiatry provides a strong introductory text for medical stu- 
dents and psychiatric residents. ' 


JOHN F. GOTTLIEB, M.D. 
Chicago, Ill. 


Reprints of Book Forum reviews are not available. 
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Fluoxetine-Induced Elevation and Prolongation of Tricyclic 
Levels in Overdose 


Str: Since Vaughan’s description in 1988 of a fluoxetine- 
tricyclic interaction (1), a series of reports, many in this jour- 
nal, have warned of elevated plasma levels of tricyclic anti- 
depressants when fluoxetine is used concurrently. We now 
report a suicide attempt by a woman who ingested imipra- 
mine while taking fluoxetine daily. This case highlights two 
important aspects of tricyclic overdose in patients receiving 
fluoxetine: extraordinarily high levels of the tricyclic and 
prolonged elimination of the tricyclic. 


Ms. A, a 61-year-old woman with a long history of 
depression, was admitted to the hospital after she at- 
tempted suicide by ingesting “a handful” of imipramine 
tablets. Six months before admission her long-standing 
imipramine regimen had been changed to fluoxetine, 20 
mg/day, because of a recurrence of her depression. She did 
well and continued to take this dose of fluoxetine several 
months without incident. 

After ingesting the imipramine, Ms. A became uncon- 
scious and required intubation and mechanical ventilation. 
Her imipramine level on admission (approximately 2 
hours after ingestion) was 1980 ng/ml and her desipramine 
level was 126 ng/ml. Four days later, her imipramine and 
desipramine levels were 868 and 152 ng/ml, respectively. 
One week after the overdose, her imipramine and desipra- 
mine levels were 306 and 122 ng/ml, respectively. She had 
a sinus tachycardia during her first 48 hours in the hospi- 
tal, and ECG changes (maximum QRS interval=0.10 sec- 
onds; corrected maximum Q-T interval=0.52 seconds) 
were mild and normalized before discharge. Except for an 
aspiration pneumonia that resolved when she was given 
antibiotics, she had an uneventful recovery. 


Previous reports of tricyclic overdoses (2, 3) defined a ma- 
jor overdose as one that resulted in a maximum total plasma 
level of more than 1000 ng/ml, typically in the range of 
1000-2000 ng/ml. This patient’s peak combined imipra- 
mine/desipramine level of 2106 ng/ml was among the highest 
levels reported. Since fluoxetine can raise desipramine levels 
two- or threefold (4), the potential for achieving very high 
tricyclic levels in overdose is increased. As a suicide gesture, 
some patients may ingest what they think is a “safe” amount 
of a tricyclic antidepressant while taking fluoxetine, which 
could have fatal consequences. We believe that physicians 
who pzescribe fluoxetine and patients who take it should be 
aware of this drug interaction. 

A second issue is the effect of fluoxetine on the elimination 
phase of the tricyclic. Spiker et al. ($) reported prolonged 
toxic levels of tricyclics after overdose in some patients. Ms. 
A’s combined tricyclic level of 1020 ng/ml 96 hours after 
overdose indicates a particularly long elimination phase. 
Typically, acute management of a serious tricyclic overdose 
has involved cardiac monitoring for 24-48 hours or until 
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plasma levels fall below 1000 ng/ml. As this case illustrates, 
for patients taking fluoxetine, tricyclic levels may remain el- 
evated for a prolonged period following overdase, thus com- 
plicating the clinical management of the overdose. Given the 
increasingly widespread use of fluoxetine for the treatment of 
depression, awareness of fluoxetine-induced elevation and 
prolongation of tricyclic levels in overdose is an important 
clinical issue. 
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DONALD L. ROSENSTEIN, M.D. 
JUNJI TAKESHITA, M.D. 

J. CRAIG NELSON, M.D. 

New Haven, Conn. 


Fluoxetine Treatment of Depression in Patients 
With HIV Infection 


Sir: Judith G. Rabkin, Ph.D., M.P.H., and Wilma M. Har- 
rison, M.D. (1) reported on the efficacy and side effects of 
imipramine for the treatment of major depression in individ- 
uals with HIV infection. Eight of nine patients responded in 
an open 12-week trial. The authors mentioned that one pa- 
tient was effectively treated with fluoxetine after showing no 
response to imipramine. We report here similar improvement 
in major depression in two patients with HIV infection 
treated with fluoxetine. 


Mr. A, a 45-year-old man witk: a 1-year history of AIDS, 
had been given a diagnosis of pneumocystis pneumonia 
and had been treated with zidovudine since the diagnosis 
was made. He presented with a 3-month h:story of symp- 
toms meeting the DSM-III-R criteria for a major depres- 
sive episode, including pervasive depressed mood, anhe- 
donia, feelings of worthlessness, insomnia, anorexia, 
weight loss, suicidal ideation, marked decline in energy 
level, and impaired concentration. There was no evidence 
of cognitive impairment according to the Mini-Mental 
State examination. Fluoxetine, 20 mg each morning, was 
begun. By week 4 of treatment, Mr. A was euthymic and 
reported complete remission of all depressive symptoms, 
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with the exception of low energy, which had improved but 
still continued at the level he had experienced before the 
onset of the major depression. Fluoxetine was well toler- 
ated; the only complaint was an initial experience of “‘feel- 
ing wired” that improved by week 4 of treatment. 


Mr. B, a 28-year-old man with HIV infection, experi- 
enced unexplained low-grade fevers, night sweats, low en- 
ergy, and weight loss. He had a 2-month history of per- 
vasive depressed mood, anhedonia, suicidal ideation, 
insomnia, anorexia and worsening of weight loss, lower 
energy level, and impaired concentration, meeting the 
DSM-III-R criteria for a major depressive episode. The 
Mini-Mental State examination did not reveal cognitive 
impairment. Treatment with fluoxetine, 20 mg each morn- 
ing, was initiated, and the dose was increased to 40 mg 
after 4 weeks of treatment because of lack of response. By 
week 6 of treatment, Mr. B reported improvement in 
mood and sleep, increased interest and ability to experi- 
ence pleasure, and remission of suicidal ideation. By week 
8 of treatment, the patient stated that he felt he was back 
to baseline, with euthvmic mood, improvement in energy 
level, and remission of other symptoms. At this time 
zidovudine was begun. The patient reported weight gain 
and further improvement in energy level, as well as remis- 
sion of fevers and night sweats. Fluoxetine was continued 
$a was tolerated extremely well; Mr. B denied any side 
effects, 


These case reports support the findings of Drs. Rabkin and 
Harrison that major depression in patients with HIV infec- 
tion is responsive to antidepressants. Other investigators 
have reported similar findings in an open trial of fluoxetine in 
such patients (2). Fluoxetine was well tolerated by our pa- 
tients, despite their medical illness. Both of them reported 
improvement in appetite, and neither reported weight loss, a 
potential side effect of fluoxetine. Recent reports of the sen- 
sitivity of patients with HIV infection, especially those with 
AIDS, to anticholinergic drugs suggest that fluoxetine may be 
better tolerated in this medically ill population (3). However, 
we recommend that fluoxetine be used with caution in pa- 
tients with impaired liver function or other medical problems 
that could increase the risk of side effects from the drug. 

There is recent evidence that major depressive symptoms 
in some patients with HIV infection may represent a second- 
ary depression, resulting from the effects of HIV on the CNS, 
and may respond to treatment with zidovudine (4), as has 
been reported for zidovudine-responsive neuropsychological 
impairment in individuals with HIV infection (5). We con- 
clude that a trial of antidepressant medication should be 
considered for patients with HIV infection who show evi- 
dence of major depression. Controlled study will be neces- 
sary to determine whether specific treatments are necessary 
fo- primary major depression, as compared to secondary de- 
pression, in these patients. 
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Anticonvulsants Combined With Nifedipine for Epilepsy 
in Adults 


Sir: The regulation of neural transmission, the presynaptic 
release of neurotransmitters, and the etiology of epilepsy are 
all influenced by calcium ions. A reduced extracellular level 
of calcium ions increases the excitability of neurons. The 
flow of calcium ions regulates the proximal depolarization 
shift in neurons (1). Lowered flow of calcium ions to the 
presynaptic site of neurons induces the anticonvulsive effect 
of phenytoin (2). Due to the crucial role played by calcium 
ions in the regulation of neuronal excitability, central-acting 
calcium antagonists might be considered as potential anti- 
convulsants. Nifedipine, which crosses the blood-brain bar- 
rier, proved to be anticonvulsive in animals (3, 4); therefore, 
it could reduce the incidence of seizures in patients with 
intractable epilepsy. Eighteen ambulatory patients (six <e- 
male and 12 male, aged 18—49 years) took part in a double- 
blind controlled study, which was approved by the local eth- 
ics commission. Six had been suffering from partial seizures 
(four simple, three sensory, one motor, and two complex) 
and 12 from partial seizures (eight simple, six sensory, two 
psychic, and four complex) with secondary generalization 
for 3—34 years. Eight patients were taking carbamazepine, 
seven were taking carbamazepine and valproic acid or phe- 
nytoin, and three were taking the combination of carbamaz- 
epine, phenytoin, and valproic acid or phenobarbital. Serum 
levels of all anticonvulsants given were measured monthly. 
Additional treatment with nifedipine, 60 mg/day, was 
started, and serum levels of all anticonvulsants given were 
measured on days 2, 3, 7, and 10 and monthly thereafter. 

No influence of the additional calcium antagonist therapy 
on blood levels of the anticonvulsants appeared. Seizures 
were counted for 4 months before and after the additional 
treatment with nifedipine. Anticonvulsive therapy with ni- 
fedipine resulted in a statistically: significant (p<0.005, Stu- 
dent’s t test) reduction in the incidence of seizures in 15 
patients. Three subjects discontinued nifedipine therapy be- 
cause of slight headache, dizziness, and nausea. An absence 
of seizures occurred in four patients for 1 month and in one 
subject for 3 months. 
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Catatonia Unexpectedly Reversed by Midazolam 


Sir: Midazolam is an ultra-short-acting parenteral benzo- 
diazepine used to produce sedation before surgery or diag- 
nostic procedures. I wish to report on a case of catatonia that 
was serendipitously reversed by this agent. 


Ms. A, a 24-year-old patient with catatonic schizophre- 
nia who had had one previous admission, decompensated 
when she stopped her maintenance medication (loxapine, 
lithium, and amantadine) and was hospitalized with hal- 
lucinations, paranoia, motor retardation, and withdrawal. 
Despite reinstitution of her medications, her immobility 
worsened and she became mute. She remained alert but 
could not eat or drink, necessitating placement of a naso- 
gastric tube. Lorazepam, 1 mg q.i.d. given by tube, was 
added, but it failed to produce an appreciable response 
after 3 days. When the nasogastric aspirate tested heme- 
positive, a gastroenterologic consultation was sought, and 
it was recommended that the tube be removed and an 
endoscopic examination be done. Prior to the procedure 
Ms. A received midazolam, 5 mg i.m. followed by 5 mg 
i.v., shortly after which she began conversing loquaciously 
in an appropriate though tangential and delusional vein. 
She moved easily and cooperated for the endoscopy (the 
results of which were negative), after which her immobility 
and mutism returned. 

Since Ms. A was still unable to take medication by 
mouth, it was decided to give midazolam, 5 mg i.m. Again, 
she briefly emerged from her catatonia, only to relapse 
after 15 minutes. The next day midazolam, 10 mg i.m., 
produced more impressive and sustained motor and verbal 
improvement, although thought disorder and delusions re- 
mained. After each injection the patient’s blood pressure 
rose inexplicably to 180/120 mm Hg, so further injections 
were withheld, but by now she could take lorazepam, 2 mg 
q.i.d., and loxapine, 25 mg b.i.d.; by mouth. Her catatonia 
improved, but her psychotic symptoms did not. A week 
later she began refusing all medication, suffered a partial 
catatonic relapse and worsening of psychosis, and went on 
to a prolonged course of illness. 


Reports of reversal of catatonia by parenteral lorazepam 
(1), diazepam (2), clonazepam (3), and lormetazepam (4) 
share similarities with the case of Ms. A, notably that cata- 
tonic symptoms were selectively improved and improvement 
was sustained after changing to an oral benzodiazepine (and 
sometimes adding an antipsychotic). The initial failure of 
oral lorazepam suggests that high or rapidly rising serum 
levels might be necessary to break a “catatonic threshold.” 

The blood pressure elevations were unexpected and not 
readily explainable pharmacologically. Intravenous midazo- 
lam has been associated with respiratory depression and 
should be used only when resuscitation equipment is present. 
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Given the hazards, one of the other parenteral benzodiaze- 
pines might be a better first choice in most circumstances. 
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JEFFREY D. DELISLE, M.D. 
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Effects of Administering Antidepressants to Patients 
Receiving ECT 


Sir: The recent report of the APA Task Force on ECT (1) 
has renewed clinical and investigative interest in the prcper 
use of ECT for patients with severe affective disorders. The 
side effects of ECT are well-known; they include transient 
memory loss, muscle aches, headaches, systemic hyperten- 
sion during seizure, tachycardia, and occasionally premature 
ventricular contractions (2). The mortality risk has been es- 
timated at 1/10,000 patients (2). Consensus is lacking about 
the safety and efficacy of administering psychotropic medi- 
cations while patients are receiving ECT. El-Mallakh (3) re- 
ported that receiving lithium during ECT increases a pa- 
tient’s risk of developing neurotoxicity. However, many 
clinicians give neuroleptics, benzodiazepines, and antidepres- 
sants during ECT. Little is known about the risks or benefits 
of such practices. 

In order to examine whether the concurrent administra- 
tion of antidepressants increases the risk of acute delirium 
during ECT, influences the length of patients’ hospital stay, 
and alters the risk of relapse (as measured dy readmission 
rates), we retrospectively examined two groups of inpatients 
at a university hospital who met the DSM-III-R criteria for 
major depression. One group included elderly patients (N= 
73; mean+SD age=68.1+7.8 years; mean+SD number of 
concurrent medical diagnoses=2.5+1.9) and the other, 
young adult patients (N=38; mean age=29.2+5.5; mean 
number of concurrent medical diagnoses=0.8+1.2). Of the 
73 older patients, 17 received ECT, nine of whom received 
concurrent antidepressant medication. Of the 38 young adult 
patients, three received ECT, two of whom received concur- 
rent antidepressant medication. Only one geriatric patient 
experienced delirium that exceeded the expected mild post- 
ECT confusional state. The patient received amoxapine, and 
the delirium was of such severity that ECT was discontinued. 

Other findings showed that for both the elderly and the 
young adult patients receiving ECT, hospital stays were 
longer than for the patients receiving medication only (elder- 
ly patients: 46.2+25.2 days and 22.9+11.0 days, respec- 
tively; t=8.82, df=71, p<0.001; young adult patients: 31.5+ 
14.8 days and 12.3+6.0 days; t=6.26, df=36, p<0.001). 
The older patients who received ECT and concurrent anti- 
depressants did not have longer hospital stays than those 
who received ECT alone (46.1432.3 days and 46.3413.2 
days, respectively). As only three young adult patients re- 
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ceived ECT, similar comparisons were not made for the 
ycung adult group. 

Fifty-one geriatric patients (10 ECT patients and 41 med- 
ication patients) were reliably followed for 24 months. Of 
the four patients who received ECT and antidepressant med- 
ication, three relapsed within 24 months. Of the six patients 
who received ECT alone, two relapsed. Of the 41 patients 
who received medication alone, 15 (36.6%) relapsed within 
24 months. Similar comparisons for the young adult patients 
were not made because of their chaotic follow-up patterns 
and scant numbers. 

Results from this small retrospective study suggest the fol- 
lowing conclusions. 1) Giving antidepressant medication to 
elderly patients receiving ECT does not increase the risk of 
delirium or prolong hospitalization. 2) Hospital stays were 
longer for geriatric and young adult patients who received 
ECT than for patients receiving medication alone. We believe 
this represents a severity of illness factor (ECT patients were 
sicker) and does not sugzest that ECT caused prolongation 
of hospitalization. 3) Readmission rates (our measure of re- 
lapse) for all geriatric patients was high, regardless of treat- 
ment, and approximated zhe 53.8% 1-year relapse rate found 
by Georgotas et al. for geriatric patients receiving nortripty- 
lire as maintenance medication (4). Future investigations 
should examine more refined physiologic measures of ECT, 
such as total seizure time, and correlate physiologic measures 
with outcomes such as length of hospital stay, relapse rate, 
and risk of delirium. 
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DAVID TRINKLE, M.D. 

Richmond, Va. 


Use of Maintenance ECT for Elderly Depressed Patients 


SIR: Commenting on tke review by Robert F. Prien, Ph.D., 
and Alan J. Gelenberg, M.D. (1) of preventive treatment of 
bipolar disorder, Charles Kellner, M.D., and associates (2) 
raised the issue of maintenance ECT. In our department 
seven patients have now been treated with maintenance ECT 
for nearly 3 years (mean+SD=34.0+1.9 months, range= 
28-44 months). 

Among these elderly patients (mean+$D age=75.0+3.5 
years, range=56—86 years) responding poorly to mood sta- 
bilizers—in particular, lithium and carbamazepine—one suf- 
fers from bipolar disorder according to the DSM-III-R cri- 
teria, five from recurrent major depression, and one from 
schizoaffective disorder; their first episodes occurred be- 
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tween 7 and 52 years ago (meant+$D=31.2+5.9). Before 
inclusion in the maintenance program, a positive response 
had been obtained with a curative series of six to 10 ECTs 
(mean+$D=8.0+0.4). | 

The mean+SD total number of maintenance ECTs in the 
group is presently 25.8+2.4 (range=19—36), and four pa- 
tients are continuing in the program. Maintenance treatment 
was delivered every 3—5 weeks for the first 4 months and 
every 4-8 weeks from the 12th month onward. The 
mean+SD scores on the Hamilton Rating Scale for Depres- 
sion (31.4+1.7 [absence of symptoms=1]) and the Brief Psy- 
chiatric Rating Scale (29.5+2.2) remained low and stable 
during the maintenance period. Whereas patients had spent a 
mean+SD of 58.2+11.0 weeks in the hospital before main- 
tenance ECT, the average time in the hospital, apart from the 
periodic 36-hour stay to receive the maintenance ECT, 
dropped to 3.7+1.1 weeks during the maintenance period. 
This last figure should be compared to the 27.4+43.0 weeks 
spent in the hospital during the previous 3 years (Wilcoxon 
test adjusted to a 36-month period after ECT, p<0.01). Sim- 
ilarly, 4.7+1.6 recurrences were observed in the 3 years pre- 
ceding maintenance ECT and only 1.4+0.6 under mainte- 
nance treatment (Wilcoxon test, p<0.03), with two (28.6%) 
of these patients, who often do not respond to treatment, 
showing no evidence of further, mood disorders. Mainte- 
nance ECT appears to be a valuable alternative in the treat- 
ment of recurrent mood disorders. 
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The Clonidine Test in Posttraumatic Stress Disorder 


Sir: Several findings in animals and human beings support 
the idea of noradrenergic abnormalities in posttraumatic 
stress disorder (PTSD) (1). The catecholamine-mediated be- 
havioral sequelae of inescapable: shock in animals closely 
parallel the negative symptoms of PTSD in human beings. 
Fewer platelet œ, binding sites and sustained elevation of 
urinary norepinephrine levels have been found in PTSD pa- 
tients. Moreover, antidepressants’ acting on the noradrener- 
gic system improve PTSD symptoms. 

The growth hormone (GH) response to clonidine has al- 
ready been used as an indirect index of noradrenergic func- 
tion in various pathological conditions, particularly depres- 
sive disorders, with very promising results (2). To our 
knowledge, this method, however, had never been used in 
PTSD, and we would like to describe here the results of this 
neuroendocrine assessment in a PTSD patient before and 
after successful treatment. 
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Mr. A, a 20-year-old patient, was hospitalized with a 
typical case of PTSD, according to the DSM-III-R criteria, 
following a car accident 2 months earlier. He had not 
received any psychotropic drug for his current symptoms. 
The traumatic event was reexperienced in recurrent 
dreams, and the patient persistently avoided stimuli asso- 
ciated with the trauma. Furthermore, persistent symptoms 
of increased arousal—irritability, difficulty concentrating, 
and hypervigilance—were present. 

Mr. A’s clinical condition was assessed with the Impact 
of Event Scale (3) during his first day of hospitalization, 
and he received a total score of 45 (intrusive subscale, 20; 
avoidance subscale, 25). No significant associated depres- 
sive features were noted. The clonidine challenge, per- 
formed 3 days after admission according to a previously 
described method (2), showed a blunted GH response 
(baseline GH level=0.1 ng/ml; peak GH level=4.7 ng/ml). 

Imolosive therapy was initiated after Mr. A had been 
taught and had practiced progressive muscle relaxation 
and guided imagery. Then, the original traumatic scene 
was presented until satisfactory control of anxiety was 
achieved. The treatment yielded good improvement of 
symptoms, with a decrease in the total Impact of Event 
Scale score to 17 (intrusive subscale, 10; avoidance sub- 
scale, 7) after 2 weeks and to 4 (intrusive subscale, 2; 
avoidance subscale, 2) after 3 weeks. A second clonidine 
challenge test performed the following week elicited a nor- 
mal GH response (baseline GH level=0.1 ng/ml; peak GH 
level=11.1 ng/ml). 


Since GH response to clonidine seems to reflect the sensi- 
tivity cf postsynaptic a,-adrenergic receptors, the initially 
blunted response noted in our patient supports the idea of 
decreased noradrenergic sensitivity, which could reflect the 
down-regulation of noradrenergic receptors. This result is 
consistent with the decrease in platelet a, binding sites in 
PTSD patients described by Perry et al. (4). In addition, the 
normalization of the clonidine test results after successful 
therapy suggests that noradrenergic disturbances in PTSD 
are limited to the pathological period and therefore might 
represent a state marker rather than a trait marker of PTSD, 
in contrast to what they indicate in endogenous depression 
(5). This hypothesis should obviously be tested in a larger 
group of PTSD patients. 
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Delusions of Pregnancy in a Man 


Sır: There have been reports of delusions of pregnancy in 
men in association with organic cerebral pathology (1) or 
schizoaffective disorder (2, 3). We should like to report a 
case of delusions of pregnancy in a male patient without any 
evidence of such pathology. 


Mr. A, a 51-year-old man with a 20-year history of 
chronic delusional disorder, persecutory type, was admit- 
ted to our hospital after having inserted a knife in his anus 
in order to facilitate delivery of a baby. This patient had 
been treated for years with depot neuroleptic drugs, but he 
had interrupted the treatment 3 months tefore he was 
admitted. Nine years earlier, he had left the country of his 
birth, where he was working as a reporter, for political 
reasons. When he arrived in France, he was married and 
had a son. His wife did not want to have a second child. A 
week before his hospitalization, he went to a gynecology 
clinic; he was excited and expressed the firm belief that he 
was pregnant. Confronted by physicians’ denial of his 
pregnancy, he exhibited autoaggzessive tendencies. 

On admission Mr. A complained of abnormal sensa- 
tions that he misinterpreted as pregnancy: his abdomen 
was swollen and he felt some abdominal spasms. He 
thought a baby was moving in his abdomen. He had 
gained 10 lb, which to him corstituted proof of his as- 
sumptions. When we pointed ot to him that men could 
not become pregnant, he denied it, explaining that he was 
“intersexual” (a man and woman at the same time), mak- 
ing a pregnancy possible. 

His delusive belief had started after surgical treatment of 
an anal fistula 4 months previously. He was convinced that 
a uterus had been grafted into his abdomen during the 
operation, which took 4 hours. To make certain that he 
was recovering from the fistula, he had been given a rec- 
toscopic examination. He explained to us that during this 
investigation, the surgeon had done an anal artificial in- 
semination. Furthermore, he claimed that the depot neu- 
roleptic drugs he took had been used to prepare his body 
for this pregnancy; he thought they were estrogens. The 
clue was that during depot neuroleptic treatment, his chest 
had increased in size and galaciorrhea had appeared. In 
the past he had experienced some homosexual relation- 
ships and suffered from difficulties with women, which he 
related to the abnormal shape of his penis (his genitals 
were completely normal). 

After 4 months of treatment with chlorpromazine, 400 
mg/day, the delusion of pregnancy comp.etely resolved. 
Mr. A continued to receive psychiatric care, and some 
persecutory delusions still remained. 


The number of recorded instances of delusions of preg- 
nancy in men is very small. Organic brain damage plays a 
strong part in the development of delusions of pregnancy in 
these patients. However, our patient was free of organic ce- 
rebral pathology. He was of normal intelligence, and results 
of physical and neurological examinations were normal, as 
were his blood biochemistry and an EEG. There was no 
history of drug or alcohol abuse and no family history of 
psychiatric illness or perinatal complications. The delusion 
of pregnancy constituted a short event in his chronic perse- 
cutory type of delusional disorder. This delusion appeared as 
a secondary phenomenon to misinterpretation of primary 
somatic sensations. 
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GEORGES BITTON, M.D. 
FLORENCE THIBAUT, M.D. 
ISABELLE LEFEVRE-LESAGE 

Sotteville-Lés-Rouen, France 


Need for Psychiatric Attention to Greed 


Sir: On the fateful day of January 15th, when we were on 
the brink of war, as I reflected on man’s inhumanity to man, 
the thought crossed my mind that much of it is due to greed. 
My next thought was, “Where was I when greed was dis- 
cussed during my 4 years of psychiatric residency and fel- 
lowship?” 

Thinking that I might have been woolgathering when it 
was discussed in a seminar or that ] missed out on a reading 
assignment somehow, I decided to rectify matters for myself. 
I pulled my Comprehensive Textbook of Psychiatry, Second 
Edition, from the shelf and looked up “greed.” Not there. 
Looking in the index of Noyes’ Modern Clinical Psychiatry, 
Seventh Edition, for a listing of “greed,” I found none. Next, 
I looked in Hinsie and Campbell’s Psychiatric Dictionary, 
Fourth Edition. “Greed” did not exist! 

Since my references are not up-to-date, I am writing to 
learn whether current psychiatric research has remedied 
what appears to me to be an enormous oversight. If not, 
perhaps this letter will stimulate some work along this line. 
The survival of our civilization, such as it is, may depend on 
It. a 
Einstein’s remark about the need to change our mode of 
thinking in order to survive in the nuclear age comes to my 
mind. Understanding greed might be a step in doing so. 


PAUL L. KINGSLEY, M.D. 
Ross, Calif. 


Dissociation, Borderline Personality Disorder, and 
Childhood Trauma 


Sir: We were very interested to read the article by Susan 
N. Ogata, Ph.D., and her associates (1).concerning the high 
prevalence of childhood physical and sexual abuse in inpa- 
tients with borderline personality disorder. This finding sup- 
ports the growing literature which suggests that borderline 
personality disorder may often be considered a posttraumat- 
ic syndrome (2, 3) as well as the finding that a very large 
percentage of inpatients with traumatic backgrounds have 
the borderline diagnosis ‘4). In particular, we were pleased 
that the presence of derealization was found to be a good 
indicator of a history of abuse, which supports our finding 
that dissociative symptoms are correlated with such histories 
(5). 

This confluence of data suggests that dissociation and cer- 
tain personality disorder traits are both sequelae of child- 
hood abusive experiences. However, for us it raises the ques- 
tion of whether dissociation should be considered part of the 
borderline syndrome. Particularly with the notion of a dis- 
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sociative continuum (6), dissociative symptoms in borderline 
patients may be simply a less severe form of intrapsychic 
fragmentation than multiple personalities. Thus, many pa- 
tients with borderline personality may also have an axis I 
dissociative disorder diagnosis. This is consistent with our 
clinical experience, which suggests that the dissociative symp- 
toms may respond relatively rapidly to certain abreactive 
techniques, whereas the personality disorder traits require 
long-term psychotherapeutic interventions. 
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JAMES A. CHU, M.D. 
DIANA L. DILL, ED.D. 
Belmont, Mass. 


Dr. Silk and Associates Reply 


Sır: We appreciate the response of Drs. Chu and Dill to 
our article. While we essentially agree with their comments, 
we caution against too quickly assuming that borderline per- 
sonality disorder may be a posttraumatic stress disorder 
(PTSD) or a dissociative disorder. Although it seems clear 
that some sexually and/or physically abused borderline pa- 
tients meet the DSM-III-R criteria for either PTSD or disso- 


.ciative disorder, not all abused borderline patients qualify for 


these diagnoses. Many borderline patients fail to meet crite- 
rion C for PTSD (persistent avoidance of stimuli associated 
with the trauma or numbing of general responsiveness). In 
fact, many of them seem to repeat the trauma, through self- 
destructive acts and/or masochistic and unstable interper- 
sonal relationships (although these are not always willful or 
wholly conscious). While dissociative disorders may be di- 
agnosed in patients with episodes of depersonalization or 
derealization that are frequent and severe enough to cause 
marked distress, we think it premature to conclude that all 
borderline patients who experience dissociation have a less 
severe form of multiple personality disorder. Gunderson and 
Elliott (1) pointed out that similar symptoms may arise from 
different etiologies, and dissociative phenomena, which are 
seen in a variety of psychiatric disorders and among nonpa- 
tients as well (2), may tell us very: ‘little about the etiology or 
pathogenesis of the personality disorder as a whole. Our 
study showed that in carefully screened borderline patients, 
derealization was the best predictor of sexual abuse, but the 
study said nothing about dissociative experiences in other 
patients. In the study by Drs. Chu and Dill, patients who had 
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experienced both sexual and physical abuse had the highest 
scores on the Dissociative Experiences Scale, but patients 
with neither sexual nor physical abuse had higher scores than 
patients who had experienced sexual abuse alone. 

In the DSM-IV axis I work group, there is growing sup- 
port for including in the set of criteria for borderline person- 
ality disorder a criterion related to transient psychotic-like 
experiences that would encompass depersonalization and de- 
realization as well (J.G. Gunderson, personal communica- 
tion). What to us is most exciting, however, is the recent 
increase in empirical studies directed at a better understand- 
ing of dissociative phenomena. However, until we have more 
information, we reserve judgment about what clinical tech- 
niques would be most favorable for borderline patients, and 
we caution against a too rapid uncovering of repressed mem- 
ories, which may have been repressed for quite adaptive 
reasons, 
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Borderline Personality Diagnosis in Children 
and Adolescents 


Sir: The striking findings of Pamela S. Ludolph, Ph.D., 
and associates (1) in their study of the borderline diagnosis in 
adolescents are an important contribution to the growing 
literature that documents abuse and neglect by caretakers 
in the developmental histories of patients with borderline 
personality disorder (2, 3). The authors compared and 
contrasted their findings with those of our study “An Exam- 
ination of the Borderline Diagnosis in Children” (4). In 
- our study we used the Diagnostic Interview for Borderlines 
(DIB) adapted for retrospective diagnosis by chart review, 
which we had modified slightly for use with children, to 
diagnose a group of 86 hospitalized 6- to 12-year-old chil- 
dren as either having or not having borderline personality 
disorder. We then examined differences between the border- 
line and nonborderline groups on a number of nondiagnostic 
variables. 

It is understandable that Dr. Ludolph and associates com- 
pared the two studies, because they too used the DIB (though 
prospectively) and examined similar nondiagnostic variables. 
However, we are concerned that it may be misleading to 
compare the results as they did. Our study was of a group of 
predominantly male (72%) children who were 6—12 years 
old. Their study was of female subjects only, and the subjects 
were adolescents aged 14-18 years. It is helpful, and not 
surprising, to have data that support the use of the DIB and 
the borderline diagnosis for female adolescents, but the data 
do not shed light on the question of whether the borderline 
diagnosis is a useful one for children. Although we under- 
stand that the authors were not claiming to validate the bor- 
derline diagnosis for children, their focus of comparison with 
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our study could give a reader the impression that their results 
somehow contradict ours. In fact, the relative scarcity of 
male adolescents with borderline personality disorder noted 
by the authors may indicate that the borderline syndrcme in 
male children results in a quite different—and nonborder- 
line—outcome, even by the time they are adolescents. 

In other words, despite the similar research design, the fact 
that the studies had different subjects makes it difficult to 
interpret apparent similarities and differences in the results. 
This in no way detracts from the major finding of the study, 
namely, that the adolescent female subjects with borderline 
personality disorder had traumatic histories. 
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DEBORAH A. GREENMAN, M.D. 
JOHN G. GUNDERSON, M.D. 
Belmont, Mass. 


Dr. Ludolph and Dr. Westen Reply 


Sır: We thank Drs. Greenman and Gunderson for their 
comments on our article and regret any implication that our 
results contradict theirs. Our intent in mentioning their study 
was to credit Drs. Greenman and Gunderson for aspects of 
our research design and then to contrast our findings with 
respect to the age of the subjects. This comparison suggested 
that an adult-type borderline profile can clearly be found in 
adolescent girls, whereas this appeared somewhat less true 
for the group of vounger children they studied. Extrapolating 
a little further, it may be that the adolescent (and adult) 
diagnosis of borderline personality disorder is not continu- 
ous with the childhood diagnosis; this is also our clinical 
impression. Thus, we fully agree that the borderline syn- 
drome in male (or female) children may result in a different 
outcome as the children mature. We look forward to the 
result of longitudinal investigations, such as that begun by 
Drs. Greenman and Gunderson with their study, to answer 
this important question. 


PAMELA S. LUDOLPH, PH.D. 
DREW WESTEN, PH.D. 
Ann Arbor, Mich. 


Comments on Hypnotizability and Dissociation 


Str: Fred H. Frankel, M.B., Ch.B., D.P.M., urged restraint 
in the use of the term “dissociation” in his recent review of 
the subject (1). While caution is always prudent, Dr. Frankel 
seems to have ignored important components of the litera- 
ture, many of them published in the Jauna, hae en 
serve to temper his conclusions. 
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Dr. Frankel wondered why there is preferential interest in 
what he called the “passive mechanism” of dissociation 
rather than the “active mechanism” of repression. A defense 
mechanism that repeats the physical experience of enforced 
passivity in psychological terms might be especially appro- 
priate to posttraumatic symptoms. Furthermore, dissociative 
phenomena demonstrate that coherence of identity is not an 
automatic given from which components may be subtracted. 
Rather, an integrated identity is an accomplishment that is 
subject to disruption through trauma, hypnotic influences, or 
disjunctions in information-processing strategies (e.g., ex- 
plicit versus implicit memory) (2). 

Dr. Frankel cautioned against overinterpreting the rela- 
tionship between hypnotizability and dissociation or other 
forms of clinical behavio- while at the same time he defended 
his observation of a link between high hypnotizability and 
phobic symptoms. Although hypnosis has elements other 
than dissociation (e.g., absorption and suggestibility), it has 
long been recognized as a formal means of eliciting dissocia- 
tive phenomena. Dr. Frankel challenged our study support- 
ing the connection between hypnotizability and dissociation. 
We demonstrated significantly higher hypnotizability among 
6£ Vietnam veterans with posttraumatic stress disorder than 
in various other groups of patients and normal subjects. He 
implied that the results of our study are contradicted by an 
unpublished report by Sexton et al. on the hypnotizability of 
sexually abused individuals. While one cannot be sure what 
those authors found, it appears to be in an entirely different 
pcpulation. Furthermore, Dr. Frankel omitted mention of a 
study by Stutman and Bliss (3), published in the Journal 
before our own study, waich also demonstrated higher hyp- 
natizability among Vietnam veterans with posttraumatic 
stress disorder. 

Dr. Frankel criticized the Dissociative Experiences Scale. It 
has performed an important service by quantifying dissocia- 
tive events and attempting to construct a continuum between 
normal and pathological experience. However, if one is to 
criticize it, at least one might cite the fascinating finding by 
Herman et al. (4), whick showed a strong relationship be- 
tween reports of abuse in childhood and scores on the Dis- 
sociative Experiences Scale in a group of borderline patients. 
Furthermore, in the same issue of the Journal in which Dr. 
Frankel’s article appeared, Chu and Dill (5) reported higher 
Dissociative Experiences Scale scores and more dissociative 
symptoms among psychiatric patients who had been physi- 
cally and sexually abusec. 

The study of dissociation is a rich and complex area with 
accumulating evidence which suggests that some early obser- 
vations linking trauma ard dissociative symptoms were cor- 
rect. This in turn provides a systematic rationale for the use 
' of techniques such as hypnosis as part of an approach to 
psychotherapy that acknowledges and helps patients deal 
with traumatic origins of symptoms. While we certainly 
would not urge Dr. Frankel to throw caution to the winds, 
we would ask him to assess more carefully the prevailing 
winds. 
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DAVID SPIEGEL, M.D. 
ETZEL CARDENA, PH.D. 
Stanford, Calif. 


Dr. Frankel Replies 


Sir: It is precisely because of a careful assessment of the 
prevailing winds that I felt constrained to draw attention to 
the risks involved in the ubiquitous references to dissociation 
and to the current semantic juggling, all in the absence of 
clearer conceptualization. 

The assertion by Drs. Spiegel and Cardefia that a defense 
mechanism that reflects the physical experience of enforced 
passivity in psychological terms might be especially appro- 
priate to posttraumatic symptoms is a case in point. Intellec- 
tually tidy and entirely appropriate and helpful in conducting 
therapy, it is also a clear example of how a metaphor, useful 
in the practice of psychotherapy, shapes the concepts and 
begins to achieve the quality of fact in the explanation of a 
problem and its treatment—an unfortunate trend in several 
current systems of hypnotherapy. I have reported (1) on a 
patient who recalled that as a boy he had learned, he knew 
not where, that when he saw punishment coming his way, he 
could turn a switch somewhere within himself which helped 
him block out the feeling and make it painless. Terr (2) re- 
ported similar cases. Is this redirected attention, information- 
processing strategy, denial, or passive dissociation? 

Far from defending my own jfindings while undermin- 
ing those of others, as Dr. Spiegel and Dr. Cardefia seem 
to imply, I clearly stated that the findings of Council et al. 
(3) have raised interesting questions about the influence of 
the context in which all hypnotizability ratings are car- 
ried out. These authors pointed out that if hypnosis is em- 
phasized elsewhere in the context of the relationship, the 
subjects achieve higher scores. While this finding has still 
to be replicated by others, it does encourage a more cautious 
interpretation of all clinical hypnotizability studies and 
the acknowledgment of other contributory factors such as 
suggestion. 

The thrust of my argument was clear. I would draw the 
attention of Drs. Spiegel and Cardeña to my point that in the 
current understanding of dissociation, clarity is conspicuous 
by its absence. Dramatic amnesia and clear-cut changes in or 
discontinuity of consciousness, control, or identity make 
compelling arguments for the presence of dissociation. 
Milder experiences included in the Dissociative Experiences 
Scale that have some resemblance to dissociation might well 
reflect qualitatively very different factors, such as recall, at- 
tention, imaginative capacity, attribution, and control. In my 
view—a view shared by many—the concept of dissociation 
has been elaborated in recent years to an exaggerated degree, 
artfully buttressed to a large extent by the findings in hyp- 
nosis research. Instead of capturing dissociative elements in 
the fine brushwork, several authors have preempted the can- 
vas with broad strokes. Character pathology, object rela- 
tions, and the demands of investigative questioning and the 
clinical situation have been shunted aside. The result is an 
unfortunate oversimplification of the complexity of human 
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behavior and human suffering. I suggest to Drs. Spiegel and 
Cardefia that the prevailing winds directing their sails might 
be largely man-made. 
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FRED H. FRANKEL, M.B., CH.B., D.P.M. 
Boston, Mass. 


Monosymptomatic Hypochondriacal Psychosis and AIDS 


Sir: Valerie F. Holmes, M.D. (1) reported a hitherto un- 
recorded association between AIDS and the unusual psychi- 
atric symptom of delusional parasitic infestation. Delusional 
parasitosis is indeed the most common presentation of the 
wider psychiatric disorder known as monosymptomatic hy- 
pochondriacal psychosis. However, this symptom may oc- 
cur as the principal manifestation of a separate underlying 
organic disorder, either psychiatric or nonpsychiatric. Dis- 
orders predisposing to the development of delusional para- 
sitosis are commonly associated with abnormal cutaneous 
sensory perception, particularly phenomena of the pruritic or 
paresthetic type (2). The misinterpretation of peripheral per- 
ceptions lies close to the core of hypochondriacal somatic 
symptoms. The history of Dr. Holmes’s patient included liver 
disease, chronic anemia, and substance abuse—all conditions 
previously reported in association with disordered tactile 
experience and delusional parasitosis (2). 

With these observations in mind, it may not therefore be 
necessary to postulate a direct link between AIDS and the 
symptom of delusional parasitosis. However, it is interesting 
to noze that paresthetic phenomena have been recorded as 
part of the presentation of AIDS (3), and this may consti- 
tute the pathological link between the two disorders in Dr. 
Holmes’s patient. Subsequent reports of this association will 
certainly be awaited, since at this stage it may be premature 
to add AIDS to the already lengthy list of organic disorders 
that can include the symptom of delusional parasitosis in 
their resentation. 

We are pleased to learn of this patient’s response to the 
diphenylbutylpiperidine neuroleptic pimozide, corroborating 
our own experience with delusional parasitosis (4). It should 
be noted that pimozide may often be therapeutically effective 
irrespective of the pathological basis of the disorder, be it 
associated with monosymptomatic hypochondriacal psycho- 
sis or a discrete primary organic or psychiatric disorder. Pi- 
mozide’s mode of action in the treatment of delusional par- 
asitosis may reflect not only its specificity as a dopamine 
receptor antagonist (other neuroleptics are less predictably 
effective) but also its unusual property of central opiate an- 
tagonism, possibly resulting in the suppression of pruritic 
and related sensory phenomena (5). 
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DR. TERENCE M. REILLY 
DAVID H. BATCHELOR 
York, United Kingdom 


Dr. Holmes Replies 


Sir: Dr. Reilly and Mr. Batchelor are correct in stating 
that there are a number of conditions that can predispose to 
an organic delusional disorder. Cummings (1) cited an im- 
pressive list of organic disturbances that may produce delu- 
sions and commented that delusions seem to be more evident 
in disorders associated with limbic and subcortical dysfunc- 
tion as opposed to disorders involving the neocortex. Since 
HIV involvement of the CNS has been described as a sub- 
cortical process (2), it is less curious that a delusional disor- 
der may become manifest during the course of this illness. It 
is also true that sensory polyneurcpathies are the most com- 
mon peripheral neuropathies encountered among patients 
with HIV infection (3), although formication has not been 
frequently described. 

I would not agree that pimozide’s property of opiate an- 
tagonism is unusual, however, since multiple classes of neu- 
roleptics, including butyrophenones, benzimidazolinones, 
tetrahydroindolones, and phenothiazines, have all been 
shown to have moderate to high affinities for the so-called 
sigma (o} opiate receptor (4). Perhaps more important, more 
recent studies have not only called into question the validity 
of using the term “opiate” in describing the o receptor— 
since it has been shown to have properties very distinct 
from those of the standard opiate receptors u (morphine), K 
(ketocyclazocine), and 8 (enkephalin)—-but suggest that 
this particular receptor may play a significant role in the 
abnormal involuntary movements that occur with neurolep- 
tic therapy. 

Walker et al. (5) found that the brainstem nuclei which 
control the muscles most commonly involved in neuroleptic- 
induced movement disorders, such as the hypoglossal, facial, 
oculomotor, abducens, trochlear, and trigeminal motor nu- 
clei, are especially rich in these receptors. This coincides an- 
atomically with the commonly seen abnormal buccal, oral, 
lingual, and facial movements as well as with oculogyric 
crisis. To further support this hypothesis, these authors 
found that clozapine, which reportedly does not cause move- 
ment disorders in human beings, also does not bind to the o 
receptor. These findings are certainly intriguing and may 
help to define better the roles of neuroleptics, neurotransmit- 
ters, and receptors in psychiatric disorders. 
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VALERIE F. HOLMES, M.D. 
Stony Brook, N.Y. 


Thyroid Function and Postpartum Depression 


Sır: Paul Claman, M.D. (1) recently took issue with 
Michael J. Gitlin, M.D., end Robert O. Pasnau, M.D. (2) for 
failing to recognize that “postpartum thyroid dysfunction is 
an important cause of late postpartum depression.” He rec- 
ommended “a simple thyroid-stimulating hormone (TSH) 
screen to rule out transient hypothyroidism as the cause of 
postpartum depression.” In fact, it is not yet proven that 
thyroid dysfunction is an important cause of postpartum de- 
pression, and the investigation of thyroid function after de- 
livery is not always as simple as suggested. 

My colleagues and I previously showed (3) that women 
with postpartum affective psychoses had a no greater prev- 
alence of thyroid dysfunction than matched postpartum con- 
trol subjects and that bota the patients and the control sub- 
jects had altered thyroid function indexes (T; levels elevated, 
T, resin uptake levels low) for -approximately 3 weeks fol- 
lowing delivery. More recently, Harris et al. (4) demon- 
strated an association bezween autoimmune thyroiditis ac- 
companied by thyroid dysfunction (both hypothyroidism 
and hyperthyroidism) and postpartum depression, as meas- 
ured by the Raskin but not the Edinburgh and Montgomery- 
Asberg depression rating scales. This finding clearly requires 
further study with a larger sample. 

Meanwhile, thyroid function should be assessed in women 
with postpartum depression, bearing in mind that results of 
these tests frequently do not return to prepregnancy baseline 
levels until approximately 3—4 weeks after delivery. While I 
agree that thyroid dysfunction should be considered in the 
individual woman with postpartum depression, the role of 
the thyroid as an important cause of this condition is not yet 
established. 
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DONNA E. STEWART, M.D., D.PSYCH. 
Toronto, Ont., Canada 
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Dr. Claman Replies 

Sir: I appreciate the interest Dr. Stewart has shown in my 
letter. I agree completely with the points she has made and 
again reiterate the importance of measuring the serum TSH 
level to rule out transient hypothyroidism as the cause of 
late postpartum depression (i.e., occurring months following 
delivery). : 


PAUL CLAMAN, M.D., F.R.C.S.(C) 
Ottawa, Ont., Canada 


Community-Based Care in Western Massachusetts 
j 

Sir: The two-part article by. Jeffrey L. Geller, M.D., 
M.P.H., and colleagues (1, 2) on the impact of Brewster v. 
Dukakis is excellent. However, as an active member of the 
Alliance for the Mentally Ill of Western Massachusetts, for 
which I lead the Northampton family support group, and as 
a family member familiar with mental health services in the 
Franklin/Hampshire area of region J, I would like to call 
attention to some points the article failed to mention. 

In part II the authors stated that “region I under the terms 
of the Northampton Consent Decree . . . has met virtually all 
of the requirements of a comprehensive system of commu- 
nity-based care.” I agree that most of the types of services 
needed are in place, but it is readily apparent that the supply 
is inadequate to meet the needs of all seriously mentally ill 
persons in the region. Patients who have been in private 
hospitals but not in Northampton State Hospital are not 
included in the Northampton Consent Decree. They usually 
have to wait many weeks to receive outpatient treatment. 
Quite often this wait precipitates a crisis. 

According to the contract of. the Franklin/Hampshire 
Mental Health Center, the emergency services have “‘a pri- 
mary goal of reducing the number of state hospitalizations.” 
When hospitalization is required, this agency first attempts 
to find a bed in a private hospital. If this is achieved, it has 
the effect of preventing the patient from becoming a Brewster 
client and thus gaining eligibility for community residential 
care. | 

According to the Department of Mental Health’s 1989 
Comprehensive Mental Health Service Plan, on the basis of 
population figures and demographics, there are presumed to 
be 6,039 adult priority clients in region I. These priority 
clients are defined as persons “who are seriously or long- 
term mentally ill, who have a substantial disorder of thought, 
mood, perception, or memory which grossly impairs judge- 
ment, behavior, capacity to recognize reality or the ability to 
independently meet life support needs of food, shelter, cloth- 
ing, income and health care.” The total number of beds with 
some degree of supervision available to such persons is 731. 
This number is inadequate even for all of the Brewster cli- 
ents, some of whom remain in the state hospital months 
longer than necessary because there is no suitable bed avail- 
able in the community. In July of 1989 there were 48 patients 
in the hospital awaiting community placement, yet only two 
were placed in residences with some supervision. 

Some of the priority clients are homeless, some are living 
alone in constant danger of relapse, and some are cared for 
by their families at great financial and emotional cost. In 
many cases this lack of appropriate community care precip- 
itates readmissions to the hospital. 

During fiscal year 1989 Northampton State Hospital dis- 
charged 590 patients directly to the community. Of these, 
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233 were discharged to self-care, 136 to their families, 23 to 
friends or boardinghouses, 55 to respite or emergency shel- 
ter, and 143 to group homes or apartments with some su- 
pervision. During that year the recidivism rate at the hospital 
averaged 72.6% (figures supplied by the hospital to the Cit- 
izens’ Monitoring Committee). 

It is true that a great deal has been accomplished during 
the period the consent decree has been in effect. However, on 
the basis of my personal experience and experiences related 
to me by other family members and consumers, I cannot 
agree that western Massachusetts has even come close to 
meeting “the requirements of a comprehensive system of 
community-based care.” 
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JEAN K. BOURICIUS, M.S. 
Amberst, Mass. 


Dr. Geller and Dr. Fisher Reply 


Sir: We thank Ms. Bouricius for both her careful attention 
to our research and her complimentary comments on our 
article. Further, we applaud her efforts, and those of the 
Alliance for the Mentally Ill of Western Massachusetts, to 
address issues pertaining to the Northampton Consent 
Decree. Two themes Ms. Bouricius raises warrant further 
discussion. 

Ms. Bouricius outlines one outcome for patients who are 
not admitted to the state hospital but are directed to private 
hospital beds when inpatient treatment is warranted: they do 
not become entitled to services that would have accrued to 
them if they had been admitted to the state hospital. One of 
us (J.L.G.) recently discussed the effects of diversion from 
state hospital admission in region 1 (1). Ms. Bouricius makes 
another point that underscores what has been all but ignored 
for the past 3 decades: services for any individual with seri- 
ous and persistent mental illness should be determined by 
clinical needs, not by a confused formula driven by the ser- 
endipity that resulted in the individual’s past use (or nonuse) 
of the public system of care. 

Ms. Bourictus’s second theme addresses the adequacy of 
community-based services in region I. We must point out 
that her quotation from our article regarding region I’s hav- 
ing met the requirements of a comprehensive system of care 
was not our assertion but, rather, a statement referenced to 
the attorney who brought the class action suit, Brewster v. 
Dukakis, that led to the Northampton Consent Decree (2). 

The question of adequacy of resources, particularly with 
regard to residential programs, is nonetheless an interesting 
one. What is adequate? One way to address this question is 
to compare resource levels in region I with those elsewhere. 
According to 1985 data published by the National Institute 
of Mental Health (3), Massachusetts spent $6.25 per capita 
on residential programs. This ranked second in the nation 
only to Minnesota, which spent $8.96. In fiscal year 1986 
(July 1, 1985 to June 30, 1986), budgetary data furnished by 


Am J Psychiatry 148:6, June 1991 


LETTERS TO THE EDITOR 


the Massachusetts Department of Mental Health show that 
per capita funding for residential programs in region | was 
$15.14. If region I were a state, it would rank first among all 
states in per capita expenditure for state-supported residen- 
tial programs, outspending Minnesota by about 68%. This 
level of funding has not only created a large supply of beds 
but has also provided for a continuum of residential services 
far more extensive than that developed in most areas. For 
example, region I has available 159 “level P’ beds, which are 
costly, staff-intensive settings for patients needing high levels 
of supervision. A neighboring region in Massachusetts cur- 
rently has no such beds at all. The entire state of Massachu- 
setts outside region I, with 86% of the population of the 
state, has only 145 of these keds, or 48% of the total number 
of level I beds statewide. 

The persistence of the problems Ms. Bouricius outlines in 
the context of arguably the best-funded community residen- 
tial program anywhere in America raises questions about 
whether these problems would be ameliorated by creating 
even more residential beds. If a state were to double its level 
of funding for residential programs, would the use of its state 
hospitals be cut in half? Mzéssachusetts’ experience with the 
Northampton Consent Decree suggests that it would not. 
Even if it were, would a dollar spent in the community ever 
save a dollar in the hospital? Would the quality of life of 
those with serious and persistent mental illness necessarily be 
improved by the changed Iccus of care? These questions are 
central issues in the framing of future mental health policy. 
The Northampton Consent Decrez and the community men- 
tal health care system of western Massachusetts offer an un- 
precedented opportunity to examine and debate these basic 
questions. 
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JEFFREY L. GELLER, M.D., M.P.H. 
WILLIAM H. FISHER, PH.D. 
Worcester, Mass. 


Efficacy Research and Psychodynamic Psychiatry 


Str: Alan A. Stone, M.D. (1) raised wise doubts about 
whether efficacy research is sufficiently advanced that it can 
be used to decide between the competing clinical paradigms 
of the science of mind, and perhaps even world views, im- 
plicit in the Osheroff v. Chestnut Lodge case. At the risk of 
redundancy, I wish to amplify these doubts with the follow- 
ing reflections. 

More than a decade of engaging in a dialcgue about utility 
assessment does not leave me with any clearer understanding 


‘of the commensurability of such values as 1) autonomy 


achieved through insight and 2) the kind of freedom from 
depression that can be psychopharmacologically induced. 
Moreover, there is good reason to believe that how much we 
value such functions in a given case is profoundly dependent 
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on the method and context of measurement as well as the 
person whose values are being measured (2). 

It is understandable that outcome studies tend to be pri- 
marily concerned with assessing easily measurable, relatively 
short-term outcomes suca as improvement in sleep and ne- 
glect longer-term, less easily quantifiable outcomes such as 
autonomy. However, even if methods of measurement for 
these latter variables come to be developed, there is no rea- 
son to believe that methods for measuring how much we 
value such “soft” variables can be as easily developed. In 
fact, what constitutes validity for such utility measures is 
open to debate. Shifting the debate about efficacy from court- 
room trials to clinical trials is not likely to mend the rifts in 
clinical understanding that are at the heart of Osheroff v. 
Chestnut Lodge. Elsewhere my colleagues and I have argued 
that there is ample reason to consider that psychodynamic 
psychiatry can itself contribute to perfecting these very meth- 
ods of utility assessment (3). Before the clinical trial becomes 
the court of first resort for settling these clinical controver- 
sies, perhaps psychodynamically informed research will have 
to make a much-needed contribution to the still infant sci- 
ence of utility assessment. 

On another note, I do not believe that the different psy- 
chological capacities, such as memory, concentration, and 
autonomy, are so selectively or exclusively enhanced by one 
form of treatment as to preclude the integration of psychody- 
namic insight with psychopharmacological intervention. 
Whether either or both are used, a psychodynamically in- 
formed approach to informed consent as a process can help 
to increase the patient’s sense of autonomy (4). As for turn- 
ing to the courts as a first resort, Dr. Stone suggested the 
sensible alternative of a clinical consultation. Depending on 
the clinical issues, two other consultations may be in order. 
1) A forensic psychiatric consultation to assess a patient’s 


capacity to engage in the risk-benefit dialogue regarding 
treatment alternatives can take the burden of competency 
assessment off the treatment alliance (5). 2) A consultation 
with a psychiatrically informed ethicist can bring to light 
covert value investments that too often drive the dialogue 
about treatment choices. Such consultations can prevent 
those misunderstandings of a patient’s capacities or values 
which often lead to regret, recrimination, and even a mal- 
practice suit in the event of a tragic outcome (6). 
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HAROLD J. BURSZTAJN, M.D. 
Cambridge, Mass. 
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Corrections 


In the letter to the Editor “Efficacy of Psychotherapy” from Victor Bloom, M.D. (December | 
1990 issue, p. 1700), the last sentence should have stated that Dr. Bloom “has practiced and , 


taught for 30 years.” 


In the March 1991 issue, only one author, Russell T. Joffe, M.D., was given for the letter 
to the Editor “Thyroid Function and Phototherapy in Seasonal Affective Disorder” (p. 393). 
Anthony J. Levitt, M.D., and Sidney H. Kennedy, M.D., should have been listed as coauthors 


of this letter. 


In the paper “Continuous Versus Targeted Medication in Schizophrenic Outpatients: Out- 
come Results” by William T. Carpenter, Jr., M.D., et al. ‘September 1990 issue, pp. 1138— 
1148), there was an error in calculating dose levels for patients. The new table 3, below, 
contains the corrected doses and corrected analyses. These changes do not affect data inter- 
pretation or any of the conclusions of the study. 


TABLE 3. Average Neuroleptic Dose Levels of Schizophrenic Outpatients Given Targeted or Continuous Medication for 2 Years 


Period 


Entire study 

All days as outpatient 

All days of drug treatment, except 
during hospitalizations 


Average Dose Level* 


Targeted Continuous 
(N=57) (N=59) 
Mean sD Mean SD 
1.22 0.79 1.71 0.83 
1.00 0.75 1.64 0.85 
2.18 0.77 1.87 0.76 


“O=no drug, 1=low dose, 2=moderate dose, 3=moderately high dose, 4=high dase. 
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ANOVA 
df 
1,114 
1, 114 


1, 107 


p 


0.002 
0.0000 


0.04 
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APA Official Actions 


Position Statement on School-Based Health Clinics 


This statement was proposed by the Council on Children, Ado- 
lescents, and Their Families.' It was approved by the Assembly of 
District Branches in November 1990 and by the Board of Trustees in 
December 1990. 


The American Psychiatric Association (APA) recognizes the valued 
place of the school-based health clinic in elementary, middle, interme- 
diate, and senior high schools. These clinics have been an important 
part of supporting better health for American children and adoles- 
cents in public schools for over two decades, They offer a significant 
benefit to child and adolescent mental and physical health, particu- 
larly for young people who might not otherwise receive needed assis- 
tance for serious health problems. Since they are located within the 
daily environment of most young persons, the clinics lessen economic 
and psychological barriers to proper medical care. Despite these 


1 The Council on Children, Adolescents, and Their Families includes 
Lawrence A. Stone, M.D. (chairperson), John Guy Looney, M.D. 
(vice-chairperson), Irving Philips, M.D., Mohammad Shafii, M.D., 
Elva O. Poznanski, M.D., Cynthia Darnell Barnes, M.D. (observer- 
consultant), Gloria Faretra, M.D. (consultant), Michael E. Fishman, 
M.D. (consultant), David Burton Pruitt, M.D. (consultant), Fred Got- 
tlieb, M.D. (Board liaison), William M. Womack, M.D. (Assembly 
liaison), George Richard Athev, M.D. (APA/Burroughs Wellcome Fel- 
low), and Alice R. Brams, M. D. (APA/NIMH Fellow). 
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unique advantages, it has been unfortunate that mental health assis- 
tance has not been as readily available in most clinics as have nonpsy- 
chiatric medical services. 

APA urges that ways be found to increase the availability of psy- 
chiatric participation. At least 20%, and in some studies up to 60%, 
of the adolescents seeking services have been found to have menzal 
health problems needing treatment. Many live in disadvantaged 
families who also need attention and may need transportation to 
receive the services. Some successful financing arrangements for 
school consultation have involved funds from the school districts 
themselves (general funds or federal-state funding under PL-94-142, 
the Education for All Handicapped Act) and funds that have been 
directed at youth problems, such as suicide and substance abuse. To 
fully use the opportunity for preventive service available in these 
clinics, the child and adolescent psychiatrist should be a member of 
the team alongside the other medical specialties and other mental 
health professionals. 
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Interim Guidelines for Occupational HIV Exposure 
Protocols and Protections 


This statement was proposed by the Commission on AIDS ' and is 
based on guidelines originally drafted by the San Francisco Medical 
Society. It was approved by the Assembly of District Branches in No- 
vember 1990 and by the Board of Trustees in December 1990. 


Occupational risk of HIV infection for health care workers is now 
a documented fact. Research continues into the true degree of risk for 
various health care occupations and the optimal tactics for minimizing 
that risk and managing cases of actual exposure. However, some 
standards in these areas are becoming widely accepted and should be 
implemented wherever health care workers are at occupational risk 
for HIV (as well as for other blood-borne and body-fluid-borne 
pathogens). The following recommendations are offered as minimum 
guidelines for health care settings operating in this era of occupational 
HIV risk. For specific guidelines regarding infection control and risk 
management consult relevant references and organizations (1-8). 

1. All health care personnel at potential risk of occupational expo- 
sure should receive intensive and continuing education about the de- 
gree of risk entailed, procedures for minimizing risk, and resources 
available to them for dealing with individual concerns and actual cases 
of exposure. Such training and education should be mandatory for 
anyone working or training in hospitals and other institutions; indi- 
viduals working in non-institutional settings, such as the home or 
other nursing settings, should also receive such education. 

2. All hospitals and other health care institutions should have ex- 
plicit policy regarding occupational risk of HIV and should provide 
the physical and personnel resources necessary to implement and ad- 
here ta those policies. Confidentiality and potential discrimination are 
at issue, in addition to infection control and health care needs. HIV- 
specific policies should be in accord with relevant professional and 
governmental guidelines, including these of medical and hospital as- 
sociations and the U.S. Occupational Safety and Health Administra- 
tion (OSHA). 

3. Each health care institution should have in place a detailed pro- 
tocol for responding to actual cases of exposure in a timely manner, 
covering professional counseling, access to state-of-the-art therapeu- 
tic responses to exposure, and appropriate medical and psychiatric 
follow-up resources. Where such programs are not provided in an 
individual institution, arrangements for access to such programs 
should be made through readily accessible referral sources. 

4, Allcounseling and testing of health care personnel and patients 
regarding occupational risk and actual exposure should be pro- 


"The Commission on AIDS includes James Krajeski, M.D. (chair- 
person), Jeffrey Akman, M.D., Alexandra Beckett, M.D., Francisco 
Fernandez, M.D., Janice Hutchinson, M.D., Joyce Johnson, D.O., 
Eric Kaplan, M.D., Robert Kertzner, M.D., Stuart Nichols, Jr., M.D., 
David Rosmarin, M.D., Jackie Etemad, M.D., Simon Auster, M.D. 
(corresponding member), Ruth Herman, M.D. (APA/Burroughs 
Wellcome Fellow), Eric Bing, M.D. (APA/NIMH Fellow), Douglas 
Sargent, M.D., J.D. (Board liaison), and James Nininger, M.D. (As- 
sembly liaison). 
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vided under the explicit informed consentand confidentiality protec- 
tions provided for by law and established medical standards of prac- 
tice. In situations where worker confidentiality may pose potential 
conflicts, the risks and benefits cfeach course ofaction should be fully 
explained to the worker so thatan informed choice may be made. 

5. Employee benefits, such as workers’ compensation, should ade- 
quately reflect the recognition of HIV as an occupational risk and the 
immediate and long-term health care and financial needs of workers 
who are occupationally exposed and infected. These benefits should 
also cover health care professionals in training. Every health care 
worker or trainee should be ful_y informed as to tke extent end limi- 
tations of occupational insurance and disability coverage as they per- 
tain to HIV exposure and infeczion. 

6. Health care employees at risk cf occupational HIV infection 
should have adequate and expl:cit legel protections against discrimi- 
nation arising from their risk oz occupational infection. 
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APA OFFICIAL ACTIONS 


Interim Guidelines Regarding Psychiatrists Who Are HIV Infected 


This revision of the statement originally adopted in September 
1988 was proposed by the Commission on AIDS.! It was approved 
by the Assembly of District Branches in November 1990 and by the 
Board of Trustees in December 1990. 


INTRODUCTION 


HIV-infected individuals must be treated with compassion and 
.with due respect to rights, privacy, and confidentiality. The available 
evidence and the current guidelines of the U.S. Centers for Disease 
Control (CDC) suggest no indication for mandatory HIV testing for 
ali physicians. However, because of the physician’s professional obli- 
gation to do no harm, guidelines are needed in the event that psychia- 
trists are unable to perform professional duties because of HIV dis- 
ease. Psychiatrists, like all physicians, should be aware of and comply 
with the CDC guidelines for preventing transmission of infection with 
HIV. Clinical evidence indicetes that HIV infection is not spread by 
casual contact. The clearly defined modes of transmission are direct 
exposure to HIV-infected blood and direct exposure to HIV by sexual 
contact. 

State laws and regulations vary in their public health reporting re- 
quirements and in the obligations imposed on physicians regarding 
colleagues about whom questions of competency exist. Psychiatrists 
must be aware of the laws in the jurisdictions in which they practice. 


CLINICAL COMPETENCY 


Recognition of impairment of clinical competency resulting from 
any illness should be the responsibility of the individual treating the 
psychiatrist, as well as supervisors, colleagues, and family. Restric- 
tion of clinical privileges on the basis ot HIV infection alone is clearly 
unwarranted. When observazions of the psychiatrist’s behavior in- 
dicate impaired clinical competence, the American Psychiatric Asso- 
ciation (APA) “Guidelines to District Branch Impaired Physician 
Committees” should be followed and appropriate authorities noti- 
fied. 


1 The Commission on AIDS includes James Krajeski, M.D. (chair- 
person), Jeffrey Akman, M.D., Alexandra Beckett, M.D., Francisco 
Fernandez, M.D., Janice Hutchinson, M.D., Joyce Johnson, D.O., 
Eric Kaplan, M.D., Robert Kertzner, M.D., Stuart Nichols, Jr., M.D., 
David Rosmarin, M.D., Jackie Etemad, M.D., Simon Auster, M.D. 
(corresponding member), Ruth Herman, M.D. (APA/Burroughs 
Wellcome Fellow), Eric Bing, M.D. (APA/NIMH Fellow}, Douglas 
Sargent, M.D., J.D. (Board liaison), and James Nininger, M.D. (As- 
sembly liaison). 
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CONFIDENTIALITY 


Reporting to public health authorities of HIV infection in psychia- 
trists should be no different from that for other infected individuals. 
All reporting should maintain an individual’s rights to privacy and 
confidentiality. APA’s guidelines relating to confidentiality and dis- 
closure (1) apply to psychiatrists who are HIV infected, as well as 
other infected individuals. 


DISCRIMINATION 


Action against an otherwise qualified individual in licensing, hos- 
pital privileges, or admission to medical training programs on the 
basis of HIV status is discriminatory and in violation of federal law 
and APA policy. 


Licensing 


Psychiatrists with HIV infection should be under the same licensing 
requirements as other psychiatrists with psychiatric or other medical 
conditions. There is no indication for mandatory HIV testing for phy- 
sician licensure. Denial or suspension of the affected psychiatrist’s 
license on the basis of HIV infection alone should not occur. 


Hospital Privileges and Admission to or Promotion in Psychiatric 
Residencies 


There is no indication for mandatory HIV testing for hospital privi- 
leges or for admission to or promotion within psychiatric residencies. 
HIV infection alone is not grounds for exclusion from residency or 
hospital privileges. Psychiatric or other medical impairment, on tke 
other hand, needs to be evaluated. 


REFERENCE 


1. AIDS policy: confidentiality and disclosure (official actions). Am 
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Prodromal Symptoms in Affective Disorders 


Giovanni A. Fava, M.D., and Robert Kellner, M.D., Ph.D. 


Objective: The aim of this paper was to review the clinical and conceptual implications of 
the studies investigating prodromal symptoms of mania, depression, and panic disorder. 
Method: Twenty-four studies specifically addressing the issue of prodromal symptoms in mood 
and anxiety disorders were selected by computer search (Medline) and manual search of Index 
Medicus and the psychiatric literature. Results: Most of the studies have described a prodromal 
phase in the development of mania, depression, and panic attacks. Conclusions: The appear- 
ance of prodromal symptoms may precede the full syndrome by weeks or months; if these 
symptoms are detected, recurrences of affective disorders (bipolar illness, univolar depression, 
panic disorder) could be treated earlier and perhaps more effectively. DSM-III has empoasized 
the traditional clinical syndromes and cross-sectional descriptions. Appraisal of prodromal 
and residual phases may complement this approach. The longitudinal study of prodromes, the 

‘fully developed disorder, and residual states calls for an assessment of personality, neurotic 
traits, and their interaction in the evolution of affective disorders. 


(Am J Psychiatry 1991; 148:823-830) 


he term “prodrome” derives from the Latin word 

prodromus, which in turn stems from the Greek 
prodromos. It indicated the forerunner of an event (e.g., 
a race). In medicine, prodromes can be identified with 
the early symptoms and signs that differ from those of 
the acute clinical phase. The prodromal phase connotes 
a time interval between the onset of prodromal! symp- 
toms and the onset of the characteristic manifestation 
of the fully developed illness. Infectious diseases provide 
simple models for the difference between the phases. 
With some infections, such as acute upper respiratory 
tract infections, the onset of the illness is abrupt and 
prodromal symptoms last only a few hours. In others, 
such as tuberculous meningitis, the prodromal phase 
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can be long. The latter is an example of a striking dif- 
ference between prodromes that may be vague, with 
symptoms such as fatigue and anorexia, whereas the full 
manifestations are characteristic of a catastrophic in- 
tracranial disease. 

Appraisal of prodromal symptoms has been of im- 
portance in clinical medicine for many progressive, 
dangerous, and treatable diseases in which early de- 
tection and timely treatment are crucial. Research on 
prodromal symptoms in psychiatry has been largely 
anecdotal and a relatively rare topic of systematic 
study. An exception concerns schizophrenia (1-5), in 
which appraisal of prodromal symptoms appeared to 
be important for early therapeutic intervention to pre- 
vent the developmient of full-blown psychotic episodes 
(6, 7). 

The aim of this article was to survey prod-omal symp- 
toms in affective disorders. The term “affective disorder” 
includes in this study both mood and anxiety disorders. 
This paper consists of three parts: the methodology 
of the study of prodromal symptoms, a review of the 
literature on three disorders for which a few studies are 
available {bipolar disorder, unipolar depression, and 
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panic disorder), and a discussion of the clinical and theo- 


retical implications of this topic. 


METHODOLOGICAL ISSUES 


Several methodological problems are involved in the 
exploration of affective prodromes. These include defi- 
nition, measurement. assessment, and constructs with 
blurred boundaries. 


Definition 


The first difficulty lies in the determination of onset 
of the acute phase of illness. The appearance of specific 
symptoms may be chosen as an anchor point (e.g., the 
first onset of panic attacks). Alternatively, a criterion of 
severity may be selected. Subotnik and Nuechterlein (4), 
for instance, used a rating of 6 or 7 (severe or extremely 
severe) on selected items of the Brief Psychiatric Rating 
Scale (BPRS) (8) to define psychotic relapse. The choice 
of the end point of the prodromal phase differs with the 
disorder; for example, panic disorder has a dramatic 
onset; in a depressive episode that becomes gradually 
worse over several months, a cutoff point of severity or 
impairment needs to be chosen. A second arbitrary de- 
cision involves the time span—in a retrospective de- 
sign—when prodromal symptoms are investigated (e.g., 
6 months before the first panic attack). Finally, the dif- 
ferentiation between prodromal and residual symp- 
toms—as discussed in detail later—may confound, at 
times, the determination of the beginning of the prodro- 
mal phase. 


Measurement 


Clinical history should be the basic method for ap- 
praisal of prodromal symptoms in psychiatry and other 
branches of medicine. Several studies of affective disor- 
ders relied on exploration of symptoms by clinicians, 
whereas rating scales ensured the exploration of a range 
of phenomena as well as comparability of findings 
across studies. The need for their reliability and validity 
is self-evident. However, since prodromal symptoms are 
frequently milder than those of the full clinical syn- 
drome, the capacity of the scale to measure small incre- 
ments or small changes near the normal end of the spec- 
trum becomes important. The ability of a rating or 
self-rating scale to discriminate between different 
groups of patients sutfering from the same illness (e.g., 
depressed inpatients and outpatients) and to reflect 
changes in experiments in therapeutics such as drug tri- 
als in which the drug effects are small may indicate its 
degree of sensitivity (9). Feinstein (10) regards such dis- 
criminating properties of the desired distinctions as cru- 
cial components of the sensibility of a scale, together 
with characteristics such as simplicity, clinical justifica- 
tion and applicability, and clarity of instructions. In the 
study of prodromal symptoms, sensitivity and sensibil- 
ity are desirable properties. However, the higher the 


824 


sensitivity of a rating scale, the higher the likelihood of 
false positive findings in terms of detection of symp- 
toms. In two separate studies of prodromal symptoms 
(11, 12), Paykel’s Clinical Interview for Depression 
(13), a modified, expanded, and more sensitive version 
of the Hamilton Rating Scale for Depression (14), was 
chosen. Healthy control subjects, matched for sociode- 
mographic variables, were also interviewed in order to 
exclude the possibility that a high rate of symptoms was 
also reported in a normal population. 

Measurement need not limit itself to psychometric 
tools. The past decade has witnessed an upsurge of re- 
search on biological markers in affective disorders, and 
the joint use of biological and psychometric tools may 
be feasible. This, however, would require prospective 
studies; it would allow the exploration of biological cor- 
relates of the prodromal as well as of the acute phase of 
the clinical syndrome. 


Assessment Strategies 


The detection of affective prodromes may be rezro- 
spective as well as prospective. In this sense, there are 
several similarities with the methodological problems of 
research of life events (15). Retrospective studies have 
obvious inherent risks, in particular, biased or distorted 
recall. The more distant the period of recall, the more 
likely the life change is to be underestimated and the 
accuracy of recall to be inversely proportional to the 
remoteness of the time period to be recalled (16). If the 
patient or relatives are questioned about events during 
a crisis, they are likely to distort the meaning and seri- 
ousness of the events (17). Anxious patients receiving 
an active drug were found to be more likely to report 
positive events and less likely to report negative events 
than were patients receiving placebo (18). In life events 
research, a delay in the interview until the acute distur- 
bance has passed (19, 20) results in a less distorted his- 
tory. | 

The study on prodromal symptoms of schizophrenia 
by Herz and Melville (3) in 1980 provided seminal 
methodologic insights in this direction. They develoved 
and validated the Early Signs Questionnaire, a struc- 
tured interview with a few open-ended questions based 
on a number of other symptom rating scales and clinical 
experience. The authors administered the interview to 
145 chronic schizophrenic patients and 80 family mem- 
bers. Most patients and family informants were aware 
of a prodromal period during which the patients expe- 
rienced such symptoms as difficulty sleeping or concen- 
trating, loss of appetite, and feeling depressed (3). The 
administration of the Early Signs Questionnaire alerted 
the clinician and allowed early treatment that prevented 
the onset of a psychotic episode of the usual severity (6). 
However, only outpatients functioning at a stable level 
and inpatients who had recovered sufficiently were 
asked about prodromal symptoms of schizophrenia (3). 

Herz’s model for detecting prodromal symptoms of 
schizophrenia (21) largely pertains to chronic illnesses 
characterized by exacerbations and remissions and is 
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thus not readily applicable to investigating unipolar de- 
pression or panic disorder. Its feasibility, however, was 
demonstrated by studies regarding the onset of panic 
attacks (11) and depressed mood (12) as the beginning 
of acute illness and the 6 months preceding them as the 
prodromal phase. Chronic illnesses such as schizophre- 
nia also lend themselves to prospective studies of pro- 
dromal signs and symptoms (4, 5), in which, of course, 
problems of biased recall are less bothersome. Birch- 
wood ez al. (5) developed and implemented a monitor- 
ing system for early signs of schizophrenia in which they 
used patients and families as observers (and both self- 
rated and observer-rated methods). Early administra- 
tion of medication may modify the progression of an 
illness, which introduces another methodological prob- 
lem. For example, in a study of intermittent lithium 
medication for patients with bipolar disorder (22), the 
investigators may have erred on the side of safety, and 
lithium was administered at the first appearance of 
symptoms that might have been merely unimportant 
fluctuations of mood. 


Overlaps With Other Phases of Illness 


There are three kinds of symptoms that may confound 
the study of prodromes. One involves premorbid traits 
(neurotic traits or traits of a personality disorder) that 
may become more prominent at times of stress. The 
state-trait dichotomy and its psychometric counterparts 
(9) are thus often situated on a continuum with blurred 
borders that do not permit clear-cut differentiation. A 
second area of overlap involves subclinical fluctuations 
in chronic affective conditions such as bipolar disorder. 
Patients with bipolar disorder who are clinically stable 
when treated with lithium display mood swings when 
followed up on a biweekly basis (23). Such subclinical 
fluctuations are unrelated to prodromes of a relapse. 
Finally, after an acute episode of affective illness, despite 
apparent recovery, residual symptoms may persist. Ak- 
iskal et al. (24) illustrated this phenomenon in unipolar 
depression. The symptoms that may be interpreted as 
prodromes of a depressive relapse may thus be residual 
from the previous episode.or characterologic distur- 
bances (24). A careful psychometric assessment before 
recovery may decrease this risk (12, 25). 


AFFECTIVE PRODROMES 
Bipolar Disorder 


Kraepelin (26) described the prodromal phase of 
acute mania as follows: “The beginning of the illness is 
always very sudden; at most headaches, weariness, lack 
of pleasure in work or a great busyness, irritability, 
sleeplessness, precede by some days or weeks the out- 
break of the more violent manifestations . . . : ” Indeed, 
a rapid buildup of mania (typically in 1-7 days) was 
subsequently confirmed by studies of inpatients at the 
National Institute of Mental Health (27-29). Winokur 
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(30) studied the onset of bipolar episodes, defined as the 
period of time that transpires between the development 
of symptoms and the point at which the patient enters 
a study at the time of hospital or clinic admission. He 
observed a significantly more rapid onset of mania than 
of bipolar or unipolar depression. 

Other investigations have suggested a more rapid on- 
set of bipolar depression than of unipolar episodes (31, 
32). Molnar et al. (33) investigated the duration and 
symptoms of bipolar prodromes in 20 outpatients re- 
ceiving lithium prophylaxis, who were clinically stable. 
Prodrome was defined as the interval from the time that 
the first symptom was recognized to the time when the 
symptoms reached maximum severity; it was investi- 
gated by means of a semistructured interview, whose 
reliability was cross-checked. The duration and symo- 
toms of manic and depressive prodromes showed sub- 
stantial variation among patients. Unlike previous stud- 
ies (27-30), manic prodromes were found to be 
significantly longer than the depressive prodromes. The 
most frequently reported depressive symptoms were de- 
pressed mood, loss of energy, and difticulty concentrat- 
ing. As for manic episodes, it was striking that all pa- 
tients reported increased activity as a prodromal 
symptom.Elevated mood and decreased need for sleep 
were also common. Within each patient, there was a 
striking consistency in the prodromal symptoms that 
preceded each episode; that is, affective episodes in in- 
dividual ‘patients tended ta begin according to consis- 
tent sequences. Relatives confirmed these sequences 
(33). The study of Molnar et al. (33) lends support to 
Court’s remarks (34) on the fact that patients with bi- 
polar illness, despite their characteristic lacx of insight, 
often are able to recognize prodromal symptoms. 


Unipolar Depression 


Hays (31) examined prodromal symptor-s in 81 pa- 
tients with endogenous derressicn. Four symptom pat- 
terns emerged: 1) sudden-onset depressions (associated 
with melancholic features and bipolar disorder); 2) 
gradual-onset depressions, in which mood disorder 
took months to develop and was related to common 
stressful life events; 3) neurotic-onset depressions, com- 
monly preceded by anxiety disorders; and 4) “fluctuat- 
ing onset” depressions, in which symptoms displayed 
considerable fluctuations in severity before reaching full 
force. Hopkinson (35) interviewed 43 inpatients suffer- 
ing from “depressive psychosis.” About 30% showed a 
prodromal! phase characterized more by “tension and 
vague feelings of anxiety,” than by othe? symptoms 
such as indecision and impaired concentration. Other 
studies have dealt with the rapidity of onset of depres- 
sive symptoms. Winokur (30) found, in a sample of 216 
patients, that patients with depression spectrum disease 
(i.e., patients who had first-degree relatives with alco- 
holism), were much less likely to have an acute or abrupt 
onset than were other depressive patients. Young and 
Grabler (32) reported that in 11 depressed patients a 
rapid onset of symptoms was associated with the endo- 
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genous subtype, the absence of past or current nonaf- 
fective disorders, older age, and fewer stressful life 
events. 

Fava et al. (12) investigated prodromal symptoms in 
the 6 months before the onset of depressed mood in 15 
outpatients in their first episode of primary major de- 
pressive disorder. A semistructured interview based on 
Paykel’s Clinica! Interview for Depression (13) was per- 
formed 2 to 3 months after the initial evaluations, when 
the patients’ symptoms had improved. Family members 
who had observed the patients were asked to provide 
additional information. Each of the 15 patients reported 
having at least one prodromal symptom before the onset 
of depressed maod. Generalized anxiety was present in 
13 cases and irritability in nine. Other common symp- 
toms were impaired work and initiative, fatigue, and 
initial and delayed insomnia. 

These results support a description in the textbook by 
Mayer-Gross et al. (36, pp. 207-208): “The history of 
change in the patient’s behaviour is characteristic and 
important; he retires from usual social activities, avoids 
his friends in tke street, and, if forced into company, 
seems bored and inattentive and takes little interest in 
topics that usually elicit an active response .... An 
initial mood of indifference in depressive states may last 
for a considerable time, but sooner or later is replaced 
by the one of sadness.” : 

During a 6-month follow-up, after discontinuation of 
antidepressant drugs, four of the 15 patients relapsed 
and required further antidepressant drug treatment 
(12). In all cases, prodromal symptoms of relapse 
closely resembled those of the first episode, a phenome- 
non that was previously observed in bipolar disorder 
(33). The consistency of symptoms over time in each 
individual is not limited to prodromes but also applies 
to the affective episode. Paykel et al. (25) found some 
similarities in symptom patterns of 33 depressed pa- 
tients between initial ratings at the height of a depressive 
illness and subsequent relapse several months later, af- 
ter intervening recovery. 


Biological Markers 


There is an impressive body of research on biological 
markers of depressive illness. The evidence suggests that 
abnormalities of the hypothalamic-pituitary-adrenal 
(HPA) axis in depression (resistance to dexamethasone 
suppression, spontaneous plasma cortisol secretion, ab- 
normal metyrapone responses, -endorphin and &-li- 
potropin secretion, and corticotropin-releasing factor 
[CRF] challenge) tend to subside upon clinical recovery 
(37). In particular, abnormal dexamethasone suppres- 
sion test (DST) zesults tend to normalize upon antide- 
pressant treatment; failure to do so is often associated 
with a poor prognosis, indicating that full recovery from 
depression should include normalization of the HPA 
axis (38-44). As a result, persistent nonsuppression, de- 
spite antidepressant treatment, or reversion to abnor- 
mal DST results, may be prodromal signs of relapse in 
unipolar depression. 
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Panic Disorder 


Prodromal symptoms in panic disorder have been 
studied, particularly in agoraphobia. There are several 
published studies, and the results are conflicting. 
There is still disagreement among authors on the fro- 
dromal phase and early course of the disorder. Ac- 
cording to Klein (45), phobic avoidance in panic dis- 
order with agoraphobia is: secondary to the panic 
attacks. Klein observed that when patients are sud- 
denly struck by the first panic attacks, they develop 
persistent anticipatory anxiety and hypochondriacal 
fears. These lead to avoidant behavior, so that agora- 
phobia ensues. Several studies support Klein’s view. 
Garvey and Tuason (46) noted that the agoraphcbic 
symptoms had not preceded the panic attacks in any 
of the 12 patients experiencing both agoraphobia and 
panic attacks. Thyer and Himle (47) administered a 
questionnaire to 28 members of an agoraphobia self- 
help group. Twenty-two patients (79%) endorsed the 
statement, “My panics caused my agoraphobia,” and 
the onset of panic attacks had preceded the develop- 
ment of agoraphobic avoidance by an average of 9 
years. In the same vein, Uhde et al. (48) observed that 
31 of 32 patients with agoraphobia had developed 
phobic avoidance behavior after the onset of panic at- 
tacks. Pathological degrees of generalized anxiety had 
become manifest after, rather than before, the onset of 
panic episodes. These results were confirmed by a 
study of 55 patients suffering from panic attacks (49) 
and by an investigation on the longitudinal course of 
panic disorder in 46 patients (50). All of these studies 
point to the lack of prodromal symptoms in panic dis- 
order, which is unlike the longitudinal course of other 
affective (anxiety and depressive) disturbances (51). 

Authors of some recent studies have described pro- 
dromal symptoms and have observed different se- 
quences of events. Garvey et al. (52) found that 28% of 
32 panic disorder patients had prodromal symptoms of 
generalized anxiety that lasted a median of 5 years be- 
fore the occurrence of the first panic attack. Fava et al. 
(11) found that of 20 patients suffering from panic dis- 
order with agoraphobia, 18 reported experiencing ago- 
raphobic avoidance, generalized anxiety, and hypo- 
chondriacal fears and beliefs before the first panic 
attack. As in the case of patients with unipolar depres- 
sion (12), after improvement the patients were assessed 
with Paykel’s Clinical Interview for Depression (13). 
These findings were replicated in patients with panic 
disorder that occurred in the setting of neurocirculatory 
asthenia (53) and hypochondriasis (54). Lelliott et al. 
(55) found that 70% of 57 patients with panic disorder 
with agoraphobia had prodromal depression, anxiety, 
or avoidance. Agoraphobic avoidance preceded the first 
panic attack in 23% of the patients. These studies con- 
firm Roth’s observation that even though the first attack 
of panic often develops abruptly, “more detailed inves- 
tigation will usually reveal that the disorder has not 
emerged out of an entirely clear sky and that the cem- 
plex repertoire of avoidance behaviours and helpless de- 
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pendence on others were not entirely without premor- 
bid antecedents” (56, p. 36). 


CLINICAL AND RESEARCH IMPLICATIONS 


Compared to research on the phenomenology of the 
clinical manifestations of the fully developed clinical 
syndromes, there is a dearth of studies on prodromal 
symptoms in affective disorders. However, the reports 
summarized in this article address important clinical is- 
sues that deserve further study. 


Bipolar Disorder 


Lithium has emerged unquestionably as the treatment 
of choice for prophylaxis of bipolar disorder (57). Data 
on the optimal duration of lithium maintenance in bipolar 
disorder are lacking, and, consequently, few guidelines 
exist to help clinicians estimate the risks and benefits of 
terminating such treatment once the patient is clinically 
stable (58). The recommendation of indefinite, lifelong 
treatment has been successfully challenged in medical ill- 
nesses such as essential hypertension and in psychiatric 
disorders such as schizophrenia (21). Some authors ad- 
vocate that this recommendation should be reconsidered 
also in bipolar illness (22). Relapse after the patient’s dis- 
continuation of lithium is well documented (59), yet little 
is known about the results of physician-selected lithium 
discontinuation (22). The prospect of indefinite treatment 
probably contributes to the high rate of noncompliance 
found among patients receiving lithium prophylaxis. Fur- 
ther, because of the high proportion of patients who fail 
to respond to lithium alone (57), supplementary medica- 
tions may be required. 

Since the appearance of prodromal symptoms may pre- 
cede the full syndrome by weeks or months, if patients 
and their family members are educated to recognize the 
patients’ characteristic prodromal symptoms, recurrences 
of affective disorder could be treated earlier and perhaps 
more effectively (33). In a first episode, it seems unlikely 
that either the patient or the relative could recognize the 
prodromal phase unless it strikingly differed from the pa- 
tient’s usual mood and appeared to be ominous. In the 
early 1960s, Jacobson (60) described a program for the 
early detection and control of hypomanic episodes, based 
on appraisal of individual prodromal symptoms and in- 
termittent use of lithium. It is unknown in what propor- 
tion of patients there is an abrupt onset of changes in 
mood and, conversely, what proportion of stable bipolar 
patients display substantial clinical fluctuations, how 
many of these are innocuous, and how many end, in a 
crescendo, in a full affective episode. 

Only a few studies have dealt with the psychological 
state of recovered bipolar patients. Studies using the 
MMPI (61), the BPRS (62), and the Middlesex Hospital 
Questionnaire (63) failed to detect significant differ- 
ences between remitted bipolar patients and normal 
control subjects. However, studies employing the Symp- 
tom Questionnaire (SQ) (64) or the BPRS and the Symp- 
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tom Questionnaire in a longitudinal design (23: re- 
vealed psychopathology in a substantial proportion of 
patients who were judged to be in remission. Such ob- 
servation would also be relevant to models of bipolar 
illness (34, 57). In other words, there are inadequate 
data that help distinguish between residual symptoms 
and prodromal symptoms. 


Unipolar Depression 


Several authors have studied recurrences in depressed 
patients (65, 66). Strategies involving pharmacological 
prevention of recurrences (58) as well as psychotherapy 
(57, 65) attempt to prolong the survival time of patients 
after discontinuation of antidepressants or reduction of 
dose. As in bipolar illness, early recognition of prodro- 
mal symptoms could be valuable. Kupfer et al. (67) out- 
lined the clinical advantages of early treatment interven- 
tion in recurrent depression. Early treatment might 
shorten the episode, prevent suffering, and require 
lower doses of medication than treatment of the ad- 
vanced stage of the disorder. Residual symptoms after 
treatment (68) have been correlated with poor long- 
term outcome. To our knowledge, there are no studies 
that have examined the relationship between prodromal 
and residual symptoms in unipolar depression. In one 
study anxiety and irritable mood were found to be pro- 
dromal symptoms (12). Both improved with drug treat- 
ment (69, 70); a sensitive self-rating scale detected sig- 
nificant differences between apparently successfully 
treated depressed patients and normal control subjects 
in anxiety (69) but not in hostility and irritable mood 
(70). Some residual symptoms may progress to become 
prodromal symptoms of relapse. We are currently ex- 
ploring whether cognitive treatment directed toward re- 
sidual symptoms after successful drug treatment of de- 
pression will yield long-term benefits. Both in bipolar 
(33) and unipolar (12) depression, prodromal symp- 
toms were found to have large interindividual variabil- 
ity (between individuals with the same illness and be- 
tween different illnesses), yet small intraindividual 
variation. 

The last decade has shown a large interindividual 
variability also in biological correlates ot depression, 
such as the DST (37). Through different depressive epi- 
sodes (71) and within the same episode (72), however, 
results on the DST remain comparable for any single 
patient. DST results might be a prodromal sign in pa- 
tients in whom the previous response is known. The 
study of biological markers in the prodromal, instead 
of the acute, phase of illness may shed some light on 
neuroendocrine mechanisms. For instance, Gold et al.’s 
theory (73) on combined CRF overdrive and adrenal 
hypertrophy would require increased basal ACTH lev- 
els early in the illness (74). 


Panic Disorder 


Theoretically, the lack of prodromal symptoms 
would imply that the control of panic attacks, if neces- 
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sary by drug treatment, would be essential in order to 
diminish avoidant behavior (75). Conversely, the pres- 
ence of prodromal symptoms such as avoidant behavior 
would imply that patients should be exposed to the pho- 
bic situation, be desensitized, and reduce avoidant be- 
havior: this may lead to a gradual reduction of panic 
attacks, thus avoiding relapse upon drug discontinu- 
ation (76). Residual symptoms in patients who recov- 
ered from panic disorder have been described (77, 78). 
In view of the conflicting results, it will require more 
studies before the cause of the evolution of agoraphobia 
with panic attacks can be determined. The current data 
suggest that in a substantial proportion of patients, psy- 
chopathology such as generalized anxiety or agorapho- 
bic avoidance precedes the first attack of panic. In oth- 
ers, apparently the first panic attack can occur without 
conspicuous prodromal symptoms, and generalized 
(anticipatory) anxiety and phobic avoidance can de- 
velop subsequently. 

In agoraphobia, the same problem exists as in other 
affective disorders. It is difficult to distinguish between 
residual and prodromal symptoms. The sequence of 
events that precede agoraphobia with panic attacks is 
of theoretical interest. The choice of treatments, how- 
ever, will be determined by the effects of different meth- 
ods compared in controlled trials (such as exposure and 
drug treatment of panic attacks). 


VULNERABILITY AND THE LONGITUDINAL STUDY 
OF AFFECTIVE DISORDERS 


Weiner (79) has remarked that traditional, linear, re- 
strictive, and oversimplified medical models in psychia- 
try should be supplanted by an updated multifactorial 
model based on modern biology of viral disease, taking 
into account predisposition to disease, the time and 
manner of infection, multiple disease forms, variable 
adaptive responses, and the role of social and cultural 
factors. However, for the study of psychiatric disorders, 
even this complex model of viral disease is oversimpli- 
fied. Carroll (80) has emphasized that the operational 
definitions of DSM-IIT give only a flat, two-dimensional 
view of the patient’s illness because they ignore features 
that earlier clinicians placed much weight upon, such as 
family history, previous episodes, and responses to pre- 
vious treatments. The study of infectious disease, in its 
symptomatic subdivision among prodromal, acute, sub- 
acute, and residual phases, provides at least a warning 
against undue restrictions of explorations of the dy- 
namic assessment of the patient, which includes biogra- 
phy. The longitudinal study of psychiatric disorders has 
been emphasized by psychoanalytic writers but also has 
a long phenomenological tradition. For example, Slater 
and Slater (81) in 1944 developed a heuristic theory of 
neurosis, based largely on phenomenological observa- 
tions such as in soldiers under stress (82), whereby the 
neurotic constitution is predominantly determined by a 
large number of genes of small effect. The neurotically 
predisposed man is an individual who has a more than 
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average susceptibility to environmental stresses of one 
or more kinds (81). | 

Several current research trends seem to move along 
similar lines. Cloninger (83) proposed a general theory 
of heritable personality traits and their neurobiological 
basis, underlying the development of anxiety states. 
Roth outlined a comprehensive model in which “agora- 
phobia develops as a long period of historical develop- 
ment in the course of which a faulty seam has been in- 
troduced in the failure of the personality” (84, p. 184). 
He stated that one aspect of the contribution of psycho- 
analysis has proved of lasting importance: “looking be- 
fore and after” into the lives of patients. The temporal 
instability, variability, and the coexistence of syn- 
dromes; and the relationship of personality traits to 
symptoms of anxiety, panic, depression, hypochondria- 
sis, and phobias (85-87) seem, indeed, to require a lon- 
gitudinal, comprehensive point of observation. Such an 
approach may include consideration of the “stressful 
circumstances that have surrounded the onset of illness, 
the premorbid personality and its Achilles heels, the his- 
torical record of the patient’s development, adjustment 
in childhood, the relationship with parents, sexual life 
within and out of marriage, his achievements and am- 
bitions, his interpersonal relationships, his adaptation 
in various roles and the strength or brittleness of his 
self-esteem” (84, p. 154). 


CONCLUSIONS 


Most of the studies on prodromal symptoms of affec- 
tive disorders were carried out in the 1960s and are thus 
hindered by the methodological limitations that psycho- 
metrics entailed then. There is a need for new studies 
that use both retrospective and prospective designs. Ret- 
rospective studies may benefit from the insights of life 
events research and should employ observer-rated in- 
struments based on the patient’s history and that of rela- 
tives or friends, since such instruments may facilitate 
temporal organization of personal facts (88). Prospec- 
tive designs may employ both observer- and self-rating 
instruments, since their combined use may increase san- 
sitivity (9, 69), which is a crucial factor in measurement 
of prodromal symptoms. Appraisal of prodromal symp- 
toms may lead to an improved conceptualization of af- 
fective disorders and, at least in some patients, may re- 
sult in earlier treatment. 

Physicians, in fact, may carefully collect data on pro- 
dromal symptoms of the acute episodes of illness of 
their patients. Such appraisal is best performed upon 
recovery of patients. Before discontinuing or decreas- 
ing medication or discharging the patient from treat- 
ment (including psychotherapy), physicians may edu- 
cate patients and their families to be particularly 
aware of the specific symptoms that preceded the ill- 
ness episode and to notify the psychiatrist if these oc- 
cur again, so that medication’ or psychotherapy can be 
reinstituted. It should be noted that at times, the same 
symptoms as in the prodromal phase of the acute af- 
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fective disorder may occur and not be followed by an- 
other episode. 


The clinical decision about starting treatment again 


may be a difficult one. When in doubt, it is always pos- 
sible to reassess the patient in a short time (e.g., 1 week) 
and to monitor the course of symptoms. In unipolar 
depression, when abnormal DST results were present in 
the illness episode, a new DST may be considered, and 
this may supplement phenomenological observation. In 
our clinical experience, certain symptoms disappear 
shortly after the patient sees the psychiatrist again, 
probably because of a nonspecific effect (reassurance). 


Further research may help to develop specific guide- 


lines for follow-up of patients who recovered from af- 
fective disorders. 
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Review of Bulimia Nervosa in Males 


Daniel J. Carlat, M.S., and Carlos A. Camargo, Jr., M.D., M.P.H. 


Objective: The authors describe the distribution of bulimia nervosa among maies and 
identify characteristics that distinguish male bulimics from their female counterparts. Meth- 
od: Potential references were identified through an English-language literature search using 
MEDLINE (1966 to April 1990) and through extensive manual searching of textbooks and 
reviews. All published works with original data or hypotheses concerning bulimia in males 
were included. Results: Bulimia affects approximately 0.2% of adolescent boys and young 
adult men, and males account for 10%-15% of all bulimic subjects identified in community- 
based studies. Compared to their female counterparts, male bulimics appear to have a later 
age of onset; higher prevalences of premorbid obesity, homosexuality, and asexuality; and 
less concern with strict weight control. These findings are discussed from biological, psy- 
chological, and cultural perspectives to develop a fuller understanding of the pathogenesis of 
bulimia in males. Conclusions: Bulimia in males has received relatively little attention in the 
literature. Future research should focus on more rigorous analytic studies that include 
matched comparison groups of female bulimic and male nonbulimic subjects. Such studies 
would not only benefit male bulimics but might provide insight into the nature of bulimia in 








both sexes. 
(Am J Psychiatry 1991; 148:831~—843) 


B ulimia nervosa is characterized by recurrent epi- 
sodes of binge eating combined with persistent ef- 
forts to prevent weight gain through purging, fasting, 
or vigorous exercise. In contrast to the DSM-III diag- 
nostic criteria, which did not specify a minimum fre- 
quency of binge eating, the DSM-HI-R criteria require 
at least two episodes of binge eating per week for at 
least 3 months. Prevalence estimates for bulimia have 
varied widely because of such differences in diagnostic 
criteria, as well as other differences in study design. 
Nevertheless, a recent review (1) suggests that the dis- 
order affects approximately 1% of all adolescent girls 
and young adult women. Thus, bulimia is the cause of 
substantial psychiatric morbidity in the United States. 

In recent years, there has been increased awareness 
that bulimia occurs in males, as well as females. None- 
theless, research and theoretical discussions concern- 
ing this subgroup remain scarce. In this review we 
highlight the methodologic problems of research on 
bulimia in males and then evaluate all available infor- 
mation on bulimia in males in order to 1) describe its 
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distribution in the community and 2) identify charac- 
teristics that distinguish male bulimics from their fe- 
male counterparts. The identification of such charac- 
teristics would improve diagnosis and treatment of 
bulimia in males and might increase our understanding 
of processes that are specific to bulimia in both sexes. 


METHODOLOGIC ISSUES 


The pitfalls of epidemiologic research on bulimia are 
well known (1-3). They include potential problems 
with case definition, methods of case detection, re- 
sponse rates, and the generalizability of data predom- 
inantly from college students; many of these issues will 
be addressed in this review. The methodologic prob- 
lems of research on bulimia in special subgroups, such 
as males, may be less apparent and will be discussed 
briefly. 

Almost all studies of bulimia in males have relied to 
some extent on self-report questionnaires, yet rarely 
have investigators evaluated the performance of these 
instruments in male subjects. It cannot be assumed that 
the validity, reliability, and predictive value of these 
questionnaires are the same for both sexes. For exam- 
ple, women have been shown to be more likely than 
men to label eating large amounts of food as a “binge” 
(4). Furthermore, one might expect male-remale differ- 
ences in the self-reporting of binge eating given that it 
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is more socially sanctioned for males than for females 
(4, 5). Ultimately, these sex differences may lead to 
differential detection of bulimia itself. In fact, one 
study of five male bulimic subjects (6) found that a 
screening instrument which had been validated among 
female subjects, and was thought to be quite sensitive, 
would not have identified any of these male patients as 
suffering from an eating disorder. The ultimate effects 
of differential instrument performance are unknown, 
but this issue is clearly an important potential limita- 
tion to research on bulimia in males, especially that 
concerned with the detection of sex differences. 

Studies of the “typical” male bulimic that have been 
reported to date are based almost entirely on small 
case series at the authors’ institutions. Not only does a 
small number of subjects affect both the validity and 
the strength of inferences drawn from a study, but 
when these study groups are smaller than predicted by 
community-based prevalence data, they suggest that 
clinic-based subjects may not be representative of all 
bulimics. It is clear from the literature on bulimia 
among females that only a small subgroup of those 
with bulimia are actually in treatment and that this 
group tends to have a more severe form of bulimia (1). 
The possibility of sampling bias in clinic-based studies 
has particular relevance to research on bulimia among 
males for at least two reasons. First, many clinicians 
are unaccustomed to the idea of bulimia in males (7, 8) 
and, as a result, they may tend to identify only the 
most severe cases among males. Second, many bulimic 
males may be embarrzssed about seeking treatment for 
a stereotypically feminine disorder (9, 10), a situation 
that could bias study groups toward males who feel 
more comfortable with the feminine role or who differ 
from the average bulimic male on other dimensions. 
We will examine the possibility of a sampling bias by 
comparing the proportion of male bulimics in commu- 
nity-based studies with the proportion in clinic-based 
case series; a discrepancy would suggest that clinically 
identified subjects may not be representative of all 
male bulimics. Even if the data support this possibility, 
however, subsequent analysis of the “typical” male 
bulimic patient would still provide clinically useful in- 
formation as it is these patients who are under psychiat- 
ric care. Furthermore, any identified sex differences 
among clinic-based patients might still reflect actual 
differences between male and female bulimics in the 
community. 

Finally, studies of bulimia in males present the op- 
portunity to identify 1) sex differences in the clinical 
presentation, treatment, and prognosis of bulimia and 
2) etiologic factors that either are unique to male bu- 
limics or are essential to bulimia in both sexes. The 
latter objective requires not only a comparison of male 
and female bulimics but also a comparison of bulimic 
and nonbulimic males, coupled with a detailed under- 
standing of bulimia in females. Unfortunately, no 
study to date has compared bulimic males with a suit- 
ably matched group of nonbulimic males. Further- 
more, most analytic studies have included inadequate 
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comparison groups to achieve either objective. In 
many reports, a comparison group is simply lacking 
and undocumented impressions are used for compari- 
son. More frequently, female bulimic subjects only are 
used as the comparison group, usually by means of 
data culled from the bulimia literature; probable dif- 
ferences in data collection alone diminish confidence in 
these studies’ conclusions. Relatively few studies of bu- 
limia in males incorporated! a comparison group of 
female bulimic subjects who were seen in the same 
institution and to whom idéntical diagnostic criteria 
were applied (10-14). 


METHOD 


Potential references were identified through a search 
of the English-language literature using MEDLINE 
(1966 to April 1990) and through examining the ref- 
erence lists in the identified works. The literature 
search was supplemented by extensive manual search- 
ing of articles, textbooks, and monographs on eating 
disorders and on male studies. All published works 
with original data or hypotheses concerning bulimia in 
males were included. 


PREVALENCE AND INCIDENCE 


Twenty-four studies reported community-based prev- 
alence data on bulimia in males (15—38) and are pre- 
sented chronologically in table 1. Six of these studies 
(15, 18, 20, 21, 27, 29) were excluded from further 
analysis of bulimia prevalence because of response 
rates less than 70% (15, 18, 21), fewer than 100 male 
subjects (20, 21, 27), or questionable case-finding pro- 
cedures (29). The two studies in which the investiga- 
tors attempted to interview all respondents were ex- 
empted from these exclusionary criteria because we 
felt their superior method of case detection may have 
counteracted the disadvantages of their low response 
rate (30) and small number of male subjects (23). 

To address differences in diagnostic criteria and 
method of case detection, differences which have led to 
wide variation in prevalence estimates for females (1), 
the studies of bulimia prevalence in males were ana- 
lyzed along both dimensions. Six studies relied on 
DSM-III (17, 23, 25, 32, 36, 37), six on modified 
DSM-III criteria with a specified minimum frequency 
of binge eating (16, 19, 22, 24, 26, 31), and five on 
either Russell’s criteria or DSM-III-R (28, 30, 34, 35, 
38). Among the studies using the DSM-III criteria, the 
mean prevalence of bulimia in male subjects was 1.1% 
(range, 0.0%—4.3%); for those using modified DSM- 
ITI criteria, the mean was 0.5% (range, 0.0%—1.2%); 
and among the five studies using the most stringent 
criteria, the mean was 0.2% (range, 0.1%—0.5%). AS 
expected, the mean prevalence estimates declined as 
stricter diagnostic criteria were used. 

The prevalence studies were also classified according 
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TABLE 1. Studies of the Prevalence of Bulimia Nervosa in Males 


Reference 


Halmi et al., 
1981 (15) 


Pyle et al., 1983 
16 


Pope et al., 1984 
(17) 


Gray and Ford, 
1985 (18) 

Healy et al., 
1985 (19) 


Maceyko and 
Nagelterg, 
1985 (20) 

Edwards and 
Nagelberg, 
1986 (21) 

Pyle et al., 1986 
(22) 

Rand and 
Kuldau, 1986 
(23) 

Zuckerman et al., 
1986 (24) 


Gray et al., 1987 
(25) 

Greenfield et al., 
1987 (26) 


Lakin and 
McClelland, 
1987 (27) 

Schotte and 
Stunkard, 
1987 (28) 


Cullberg and 
Engström- 
Lindberg, 1988 
(29) 

Drewnowski 
et al., 1988 
(30) 


Gross and Rosen, 
1988 (31) 

Lachenmeyer and 
Muni-Brander, 
1988 (32) 

Whitehouse and 
Button, 1988 
(33) 


King, 1989 (34) 
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Type* . 


New York state, 
summer stu- 
dents at subur- 
ban college 
campus, mean 
age=26 

Midwestern col- 
lege freshmen 

High school 
students 

College students 

College students 


Dublin, Ireland, 
college students 


Georgia, high 
school students 


Georgia, college 
students 


Midwestern col- 
lege freshmen 

Flotida, commu- 
nity volunteers 
aged 16-35 

New England, 
college fresh- 
men and 
seniors 


Black college stu- — 


dents 
New England 
prep school stu- 
dents 
Midwestern high 


school students 


College students 


Sweden, suburban 
catchment area, 
aged 16-24 


College students, 
national proba- 
bility sample 


Northeast high 
school students 

High school 
students 


England, technical 
college 
students 


London, general 
practice patients 
aged 16-35 


Subjects 
Sex 

F M 
359 180 
575 780 
155 107 
102 47 
220 119 
701 361 
168 89 
51 27 
722 660 
144 88 
631 276 
341 166 
337 424 
71 55 
994 942 
4,651 4,762 
$07 500 
677 653 
642 619 
446 132 
534 186 


Response 


(%) 
66 


~100 
789 


70 


97 


56 


99 


96 
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Method 
Case-Finding Diagnostic 
Procedure Criteria 
Questionnaire Partial DSM-III 
(BEQ) (binging fre- 
quency not 
reported) 
Questionnaire“ Modified DSM- 
(=1 binge/week) 
Questionnaire® DSM-III 
Questionnaire® DSM-HI 
Questionnaire DSM-III 
Questionnaire Modified DSM-III 
(=1 binge/week+ 
awareness of ab- 
normal eating) 
Questionnaire Modified DSM-ILI 
(21 binge/week) 
Questionnaire DSM-HI 
(modified BS) ) 
Questionnaire Modified DSM-IiI 
(21 binge/week) 
Interview DSM-III 
Questionnaire Modified DSM-LI 
(modified EDD (22 binges/week) 
Questionnaire DSM-III 
Questionnaire Modified DSM-IH 
(modified BEQ) (=1 binge/week) 
Questionnaire Modified DSM-HI 
(BS) (=1 binge/week) 
Questionnaire, DSM-III-R; preva- 
interview lence adjusted 
for 22% false 
positive rate of 
questionnaire 
Survey of health DSM-III; 2-year 
care workers prevalence 
Telephone Modified DSM- 
interview HI-R (required 
current dieting or 
desire for weight 
loss) 
Questionnaires Modified DSM-HI 
(EAT, EDI) (=1 binge/week) 
Questionnaires DSM-HI 
(EAT-26, BEQ) 
Screening ques- DSM-III and 
tionnaire (EAT), Russell's criteria 
interview (44); EAT scare 


Screening question- 
naire (EAT), 
interview 


>32 
Russell’s criteria; 
EAT score >19 


F 
19.0 


4.5 
6.5 


18.6 
13.0 


2T 


4.7 


14.0 


3 
0.7 


4.0 


3.0 
4.0 


Ji 


0.7 


0.47 


1.0 


9.6 
8.7 


1.6 


1.1 


Prevalence (%) 


M Ratio 
5.0 3.8 
04 113 
0.0 — 
0.0 — 
42 31 
0.0 — 
0.0 — 
19.0 07 
G0. 2 
0.0 — 
0.4 10.0 
2.0 15 
0.8 5.0 
0.0 — 
0.1 7.0 
0.02 23.5 
0.2 £0 
12 8.0 
43 2. 
0.0 — 
0.5 2.2 
$33 
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TABLE 1 (continued) 


Subjects 
eee eee Response 
Reference Type? F M (%) 
Striegel-Moore Yale University 450 590 74% 
et al., 1989 freshmen 
(35) 
Wells et al., 1989 © Christchurch, 994 564 70 
(36) New Zealand, 
probability 
sample aged 
18—64 
Whitaker et al., New York state, 2,544 2,564 91 
1989 (37) semirural high 
school stu- 
dents 
Timmerman Midwestern high 686 705 99 
et al., 1990 school stu- 
(38) dents 


_study conducted in United States unless otherwise indicated. 


Method i 
Case-Finding Diagnostic are aes Ce) 
Procedure Criteria F M Ratio 
Questionnaire Modified DSM- 3.8 0.2 19.0 
II-R (23 
binges/week) 
Interview (DIS) DSM-HI 1.9 0.2 9.5 
Questionnaires DSM-III: 1.2 0.4 3.0 
(original, EAT) 
Questionnaire DSM-III-R 2.00 01 23.0 


>BEQ= =Binge Eating Questionnaire (15), BS=Binge Scale (39), EDI=Eating Disorders Inventory (40), EAT=Eating Attitudes Test (41), 
EAT-26= = Eating Attitudes Test-26 (42), DIS=Diagnostic Interview Schedule (43). 


“100% sensitivity in bulimic subjects. 

dMales. 

“90% sensitivity in bulimic subjects. 

fAdditional 4% of men classified as “near bulimic.” 


to method of case detection. The majority of studies 
(12 of 18) relied exdusively on self-report question- 
naires (16, 17, 19, 22, 24-26, 31, 32, 35, 37, 38), and 
only one study (33) incorporated a simple two-stage 
design: a screening questionnaire and subsequent in- 
terview of potential bulimic subjects to establish a def- 
inite diagnosis. The five remaining studies were either 
two-stage studies that included evaluation of the 


screening instruments or single-stage studies in which 


all subjects were interviewed (23, 28, 30, 34, 36). 
Among the studies using questionnaire data alone, the 
mean prevalence of bulimia in male subjects was 0.8% 
(range, 0.0%—4.3%); in the single study using a simple 
two-stage design, the prevalence was 0.0%; and 
among the five studies using the more sophisticated 
interview-based design, the mean prevalence was 0.2% 
(range, 0.0%—-0.5%). These findings are consistent 
with those obtained when the studies were grouped by 
diagnostic criteria (already discussed) and when the 
studies were grouped according to student versus non- 
student samples (data not shown) (23, 34, 36). Taken 
together, the data sugzest that bulimia affects approx- 
imately 0.2% of all adolescent boys and young adult 
men. The female-to-male prevalence ratios are also re- 
ported in table 1, and they confirm the well-known 
female predominance in bulimia (1—3). The ratios 
range from 1.5 to 20.0 and cluster around S—10 (24, 
26, 28, 31, 36). These results indicate that males make 
up approximately 10%-—15% of bulimic persons in the 
community. This proportion is larger than that typi- 
cally found in clinic-based case series (14, 4449), in 
which the prevalence for males ranges from 1% (49) to 
11% (48) and has an cverall mean of 6%. This discrep- 
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ancy supports our speculation that male bulimics are less 
likely to seek treatment than their female counterparis. 
Although it is unclear what isolated bulimic behav- 
iors mean in terms of bulimia risk, most investigatars, 
but not all (50), believe that there is a continuum of 
“bulimic behaviors and attitudes” and that bulimia 
represents the pathological endpoint of that spectrum 
(51). We share this belief and consequently have re- 
viewed all 29 studies reporting community-based prev- 
alence data on specific bulimic behaviors in males (4, 
5, 15, 16, 18-28, 30, 32, 35, 37-39, 52-59}. Estimates 
of the prevalence of binge eating vary widely and, to a 
large extent, reflect how the ‘investigators defined the 
term for their respondents and whether they specified a 
minimum frequency of binge eating. Twenty of the 27 
studies of binge eating did not stipulate a minimum 
frequency (4, 5, 15, 16, 18, 19, 21-23, 25-27, 32, 35, 
37, 39, 53, 54, 5 7. 5 8); among these, the prevaler-ce 
varied from 5% to 80% and there was no clustering. 
Among the seven studies that specified a minimum fre- 
quency of at least biweekly (28) or weekly (20, 24, 20, 
38, 52, 59) binge eating, the ee | prevalences 
ranged from 1% to 40% and.the majority clustered in 
the 10%—20% range. The female-to-male prevalence 
ratios for binge eating varied from 0.2 to 2.8 and clus- 
tered in the 1.5—2.0 range. Although female-male com- 
parisons are fraught with difficulty because of proka- 
ble sex-specific differences in both the definition of 
“binge eating” (4) and its societal acceptance (4, 5), it 
appears that the rate of binge eating among males may 
be almost comparable to that among females. 
Estimates of the prevalence‘of self-induced vomiting 
among males were presented in 16 studies (5, 15, 18, 
23-26, 28, 32, 37, 39, 52, 54-57). The reported prev- 
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alences ranged from 0% to 8%; there was one report 
of 23% (32), yet most of the studies clustered around 
1%-—3%. The female-to-male prevalence ratios for 
self-induced vomiting ranged from 0.9 to 9.7, and the 
majority clustered around 4-5, midway between the 
sex ratios for binge eating and bulimia. These results 
may reflect the fact that men react to binge eating with 
less dysphoria (5, 16, 37, 39, 58) and thereby are at 
lower risk for guilt-induced purging. 

Only two studies have focused on the incidence of 
bulimia in males. Cullberg and Engstrém-Lindberg 
(29) sought all cases of eating disorders in a Swedish 
suburb by sending letters to mental health practition- 
ers and general internists in the area. Among approx- 
imately 4,700 males aged 16—24 years, they found a 
2-year bulimia incidence of 0.0%. It is unclear how 
effective their case-finding procedure was, however, 
since their reported bulimia prevalence rates in both 
males '0.02%) and females (0.47%) were well below 
any other prevalence estimates in the literature (60). 
Striegel-Moore et al. (35) reported a 1-year bulimia 
incidence of 0.8% in female college students and 0.2% 
in male college students. Although the number of men 
in their study was substantial (N=590), given the rel- 
atively low prevalence of bulimia and the long dura- 
tion of this disorder, it probably was not large enough 
to generate reliable incidence figures. 


RISK FACTORS 


As with most psychiatric diserders, a multifactorial 
process probably causes bulimia. As discussed earlier, 
investigators have neglected direct epidemiologic study 
of factors that increase (or decrease) a specific male’s 
risk of bulimia. Instead, efforts have focused on iden- 
tifying factors that distinguish male from female bu- 
limics, differences that may prove clinically useful and 
may help to explain the marked sex difference in the 
prevalence of bulimia. 


Age ar Onset 


Males may develop bulimia later than females. Lit- 
erature reviews have indicated that the average age at 
bulimia onset in females is between 15 and 18 years 
(60, 61). By contrast, the mean age at bulimia onset 
has ranged from 18 to 26 years in case series of five or 
more male patients (6, 10—12, 14, 47, 62). In all five 
studies that directly compared male and female sub- 
jects (10-12, 14, 29), the mean age at bulimia onset in 
the male subjects was higher than that in the female 
subjects, although this difference was described as sta- 
tistically significant in only one report (12). In the re- 
maining studies, the results of appropriate statistical 
analyses were not reported (14, 29) or the subject 
groups were so small that only extremely large age 
differences could have reached statistical significance 
(10, 11). Thus, these preliminary data suggest that 
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males develop bulimia a few years later than females, 
but larger studies are needed to confirm this possibility. 


Premorbid Weight 


Although American males and females do not differ 
in prevalence of obesity (63), male bulimics may have 
a higher prevalence of premorbid obesity than their 
female counterparts. In an anecdotal report, Robinson 
and Holden (62) found that all four of their male bu- 
limic subjects without anorexia nervosa had been 
obese before developing bulimia. This impression was 
supported by Herzog et al. (11), who found that a 
history of obesity was significantly more prevalent 
among their male bulimic subjects (nine of 14, 64%) 
than among their female bulimic subjects (34 of 92, 
37%) (Fisher’s exact test, p=0.05). Schneider and 
Agras (10) compared 15 male bulimic subjects with a 
matched group of 15 bulimic female subjects, and they 
also found that the male subjects had been heavier 
than the female subjects before developing bulimia 
(129% of ideal body weight versus 111%, respec- 
tively) and were also relatively heavier at the time of 
diagnosis (110% versus 95%). Although neither dif- 
ference reached statistical significance, the 95% confi- 
dence intervals for both the premorbid mean difference 
of 18% (—2.3, 32.3) and the pretreatment mean dif- 
ference of 15% (—1.6, 37.6) are consistent with the 
results of Herzog et al. (11). Finally, Edwin and 
Andersen (13) studied 12 normal-weight male bulimic 
subjects and found that the average maximum premor- 
bid weight was 155% of their ideal body weight, in 
contrast to a maximum of 121% in 13 matched female 
bulimic subjects (p<0.005). In sum, the current evi- 
dence suggests that prebulimic males tend to be more 
overweight than prebulimic females. Larger studies 
with adequate statistical power will be necessary be- 
fore any firm conclusions about this sex difference can 
be drawn. 


Body Image and Dieting 


In both male and female bulimics, dieting usually 
precedes binge eating and may in fact precipitate binge 
eating by a variety of physiological, cognitive, and 
emotional mechanisms (60, 62, 64, 65). The litezature 
suggests that men are relatively protectec. from dieting 
as a risk factor for bulimia, possibly because of differ- 
ences in the ways men and women view their bodies 
(66, 67). Survev research with both national probabil- 
ity samples (54) and college students (68—71) indicate 
that males, in general, are more satisfied with their 
bodies and perceive their bodies with less distortion 
than do females. For example, Salmons et al. (71) sur- 
veyed British secondary school students and found that 
the girls became progressively more dissatisfied with 
their body shapes and sizes as they aged from 11 to 18 
years, whereas the boys were relatively unconcerned 
about their bodies. In the United States, Kaplan et al. 
(70) studied junior and senior high school students and 
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found that girls were more likely than boys to overes- 
timate their own weight. Furthermore, whereas girls 
tended to be depressed when overweight, boys were 
more likely to be depressed when underweight. 

The more positive body image of males is reflected in 
their lower prevalence of dieting. Most studies com- 
paring dieting behavior in males and females have fo- 
cused on college students and have found that about 
one-half as many men diet as women; the prevalence 
estimates range from 10% to 40% in men and from 
60% to 90% in women (56, 67, 68, 72). Women are 
more likely to cite cosmetic reasons for weight control, 
whereas men are more likely to cite athletic interests 
(37, 56). In marked contrast to female students, many 
male high school and college students actually wish 
to gain, rather than lose, weight. For example, Drew- 
nowski and Yee (72) surveyed freshmen at a Midwest- 
ern university and fcund that whereas 85% of the 
women wanted to lose weight, the men were almost 
evenly split: 40% wanted to lose and 45% wanted to 
gain weight. Thus, ta the extent that dieting acts as 
both a risk factor and a precipitant of bulimia, males 
are relatively protected from the disorder by their more 
positive body image and lower prevalence of dieting. 


Occupations and Athietic Pursuits 


As with females (73), males who are in occupations 
or athletic pursuits that emphasize body weight may be 
at increased risk for bulimia. Gwirtsman et al. (64) 
reported two illustrative cases; one involved an 18- 
year-old whose bulimia was precipitated by his need to 
become a skinny rock musician, and the other involved 
a 23-year-old man who began dieting in order to de- 
velop a “hip” image within the fashion industry and 
developed bulimia 2 years later. Both Andersen (74) 
and Katz (75) reported male patients whose initiation 
of rigorous athletic regimens precipitated bulimia. Fi- 
nally, King and Mezey (76) described several male 
jockeys who dropped out of training because of per- 
sistent weight loss, accompanied in one case by binge 
eating and self-induced vomiting. Although none of 
these case reports directly addressed the risk of bu- 
limia, a few studies have shown that certain types of 
male athletes—such as body builders (77), wrestlers 
(78), and jockeys (76}—score higher than other males 
on the Eating Attitudes Test (41). Larger studies of the 
prevalence and incidence of bulimia among “high- 
risk” male occupational and athletic groups might ver- 
ify the implications of these preliminary studies. 


Sexuality 


There is persuasive evidence that male bulimics have 
a higher prevalence of homosexuality than their female 
counterparts and that homosexuality acts as a risk fac- 
tor for bulimia in males. The estimated prevalence of 
homosexuality in the general population is higher 
among males (6%—10%) than among females (2%— 
4%) (79). Thus, to demonstrate that homosexuality is 
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particularly associated with bulimia in males, the sex 
difference in the prevalence of homosexuality amang 
bulimic subjects should exceed that expected from a 
comparison of males and females in the general pop- 
ulation. Robinson and Holden (62), in an uncontrolled 
case series, found that three (33%) of their nine bu- 
limic men were homosexual, a proportion that exceeds 
the prevalences expected in both bulimic women and 
nonbulimic men. Statistically significant differences 
were reported in three of the'four studies that directly 
compared male and female subjects (10—12, 14). 
Schneider and Agras (10) found that homosexuality or 
bisexuality was significantly: more prevalent among 
bulimic men (eight of 15, 53%) than among a matched 
comparison group of bulimic women (none of 15, 
0%). Similarly, Woodside et al. (14) found that five 
(63%) of eight bulimic men were either homosexual or 
bisexual, as opposed to only four (1%) of 345 bulimic 
women seen in the same clinic. Herzog et al. (11) also 
reported significantly more homosexuality among 14 
bulimic and 13 anorexic men (26%) than among 92 
bulimic and 50 anorexic women (4%) seen in the same 
clinic; bulimia-specific analyses were not reported. 

By contrast, Turnbull et.al. (6) found no reported 
homosexuality in a case series:of only five bulimic men. 
More important, Pope et al. (12) found that only one 
(7%) of 15 bulimic men reported homosexual activity; 
sexual preference data from their comparison group of 
bulimic women were not reported. The authors sug- 
gested that the low proportion of homosexuality may 
reflect the fact that their subjects were drawn from a 
suburban area, but Schneider and Agras (10) reported 
a high rate of homosexuality and bisexuality in their 
suburban sample. Alternatively, the lower prevalence 
of homosexuality found by Pope et al. could reflect the 
fact that the men in that study had a mean age at onset 
of 25.8 years and therefore may represent a male sub- 
set with a relatively late onset of bulimia; homosexual 
bulimic males may develop their illness closer to pu- 
berty, when sex role definition is a major issue. For 
example, all three of the homosexual bulimic men in 
the case series of Robinson and Holden (62) noted the 
onset of disordered eating behavior at age 15, and in 
two cases this was directly related to conflicts over 
homosexuality. 

Three studies have approached the association be 
tween homosexuality and bulimia from the other ci- 
rection; that is, they have begun with a group of ho- 
mosexual men and have examined the prevalence of 
disordered eating behaviors and attitudes in this group. 
Silberstein et al. (80) compared 71 homosexual men 
with 71 heterosexual men and found that the homo- 
sexual men were more dissatisfied with their bodies 
and considered physical appearance to be more impor- 
tant to their sense of self than did the heterosexual 
men. Among the men who wanted to be thinner, ony 
the homosexual men showed attitudes and behaviors 
associated with disordered eating, as measured by the 
Eating Attitudes Test (41). Yager et al. (81) compared 
49 homosexual male college students with 300 other 
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male students and found that a higher proportion of 
homosexual students reported past or present prob- 
lems with binge eating, diuretic use, feeling terrified of 
being fat, and feeling fat despite other people’s percep- 
tions. In addition, the homosexual students scored 
higher than the comparison group on the overall Eat- 
ing Disorders Inventory (40) and on the specific items 
regarding drive for thinness, bulimia, body dissatisfac- 
tion, ineffectiveness, and maturity fears. Herzog et al. 
(82) replicated the latter study in their comparison of 
43 homosexual men and 32 heterosexual men. In ad- 
dition to scoring higher on the “drive for thinness” 
scale of the Eating Disorders Inventory, these homosex- 
ual men showed less satisfaction with their body builds 
and were more likely to desire weights below their ideal 
weights. In summary, the preponderance of reported 
data suggest that homosexuality is associated with a 
higher than normal risk of bulimia in males; there is no 
evidence for a similar association in females (60). 

In addition to homosexuality, bulimic males are fre- 
quently described as lacking sexual interest of any 
kind. To our knowledge, the prevalence data on asex- 
uality are not available, but if asexuality is less com- 
mon among males than females, as is commonly as- 
sumed (83), the asexuality of bulimic males should 
provoke particular interest. The earliest description of 
this phenomenon came from Russell’s series of 30 bu- 
limic patients, 28 women and two men (44); both men 
were described as having “extremely limited” sexual 
experience. Gwirtsman et al. (64) discussed the sexu- 
ality of two of their three male bulimic subjects; both 
patients had low libido (which may have been second- 
ary to concurrent depression), and one also noted 
“anxieties about the possibility he might be homosex- 
ual.” Pope et al. (12) found that four (27%) of 15 men 
were sexually inactive while bulimic but resumed sex- 
ual activity after treatment with antidepressants. In the 
only direct comparison of male and female subjects, 
Herzog et al. (11) found that lack of sexual relations 
was significantly more common among male patients 
with eating disorders than among female patients seen 
in the same clinic; bulimia-specific analyses were not 
reported, The proportion of asexual men in all of these 
studies suggests an association between asexuality and 
bulimia in males, an association that contrasts with the 
evidence that bulimic females are at least as sexually 
active as nonbulimic females (60). 

Finally, several studies suggest a lower prevalence of 
marriage in bulimic men than in their female counter- 
parts. Whereas approximately 30% of men aged 20- 
24 years in the general population are married (84), it 
has been reported that only 8%—13% of comparably 
aged bulimic men are married or divorced (10, 47, 62); 
these rates are also lower than the 30% marriage or 
divorce rate of bulimic women (‘60). Although the rel- 
atively low marriage rate of bulimic men may be par- 
tially explained by the fact that American men tend to 
marry later than women (84), Schneider and Agras 
(10) found that marriage or divorce was significantly 
less prevalent among bulimic men (two of 15, 13%) 
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than among an age-matched comparison group of bu- 
limic women (nine of 15, 60%). The lower marriage 
rate for bulimic men than for either bulimic women or 
nonbulimic men is consistent with the data on homo- 
sexuality and asexuality. 


Drug and Alcohol Abuse 


Clinical investigators have reported higher than ex- 
pected prevalences of drug and alcchol abuse among 
male bulimic patients (10, 47, 62), a finding consistent 
with the literature on bulimia in female patients ‘60). 
There is preliminary evidence that cocaine-abusing 
males are particularly likely to be bulimic; the evidence 
regarding alcohol abuse is more equivocal. Jonas et al. 
(85), in a study of 259 cocaine abusers, found that 
21% of the men met the DSM-III criteria for bulimia, 
compared with 23% of the women. Thus, whereas the 
prevalence of bulimia among males in the general pop- 
ulation is one-fifth to one-zenth the prevalence among 
females, among these cocaine abusers similar propor- 
tions of men and women were bulimic. It is premature 
to generalize these results to all male bulimics in the 
United States, yet the cross-sectional data are intrigu- 
ing and if confirmed would give rise to three possibil- 
ities: cocaine abuse may disproportionately increase 
males’ risk of bulimia, bulimia may dispraportionately 
increase males’ risk of cocaine abuse, or the associa- 
tion between bulimia and cocaine use may be mediated 
by a third factor. Prospective studies of cocaine abus- 
ers would be helpful in clarifying tkis issue. 

Three other studies, focusing more on the relation- 
ship between alcohol use and bulimic behaviors, have 
produced contradictory results; one suggested a stron- 
ger association between substance abuse and bulimic 
behaviors in males than in females (86), and the other 
two suggested the reverse ‘16, 38). Claydon (86) stud- 
ied college students whose parents were alcoholics; 
these students’ rate of substance abuse was three to 
four times that of comparison subjects. The prevalence 
of a “possible eating disorder” (i.e, binge eating and 
bulimia”) was seven times as high among the male 
offspring as among the male comparison subjects, 
whereas the prevalence among the female offspring of 
alcoholics was only 1.5 times as h:gh as that among 
their female counterparts. Although statistical tests of 
significance were not reported for these data, the dif- 
ferences suggest that being a child cf an alcoholic par- 
ent particularly increases a male’s risk of having an 
eating disorder. 

By contrast, two large prevalence studies reported a 
stronger association between bulimic behaviors and 
substance abuse in females than in males. Timmerman 
et al. (38), reporting on a questionnaire-based study of 
high school students in the Midwest (705 boys, 686 
girls), found a significant association between self-re- 
ported alcohol abuse and three or more DSM-III-R 
criteria for bulimia in both sexes; the associaticn be- 
tween alcohol abuse and four or more criteria for bu- 
limia was significant in girls only. This reported sex 
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difference, however, may have been due to statistical 
difficulties inherent in finding a significant association 
in the relatively small number of boys (N=33) versus 
the larger pool of girls (N=78) who fulfilled four or 
more DSM-III-R criteria. Leon et al. (5) found that a 
family history of substance abuse was reported by 
43% of female binge eaters and 17% of female non- 
binge-eaters; among males, the proportion (26%) did 
not differ between binge eaters and non-binge-eaters. 
Clearly, whether substance abuse puts either sex at 
disproportionately higher risk for bulimia remains an 
unresolved question; further studies focusing on sex 
differences in the relationship between substance abuse 
and bulimia are needed to clarify the nature of this 
association. 


Other Risk Factors 


Studies of bulimia in males have touched on several 
other risk factors, such as socioeconomic status, race, 
premorbid personality, and family pattern. With re- 
gard to socioeconomic status, only one study directly 
compared male and female bulimic subjects, and it 
found a slightly increased proportion of upper-class 
subjects in both groups (11). The series of nine male 
bulimic patients presented by Robinson and Holden (62) 
also had a somewhat higher than average proportion of 
upper-class subjects. Nonetheless, a recent prevalence 
study of Midwestern high school students indicated that 
high socioeconomic status was associated with bulimic 
behaviors in girls but not in boys (38). 

Two studies that examined the relationship between 
race and bulimic behaviors in males (25, 87) suggested 
that both male and remale blacks are less likely to 
perceive themselves as overweight, are more likely to 
be satisfied with their appearance if overweight, and 
have higher rates of binge eating than their white coun- 
terparts. Although these findings have led investigators 
to conclude that blacks of both sexes may be at lower 
risk for bulimia (25, 87), one report (88) suggested 
that the prevalence ož the disorder among male and 
female blacks may be increasing. 

With respect to premorbid personality, preliminary 
studies have reported social deviancy, impulsivity, and 
affective instability in male bulimic patients (10, 64, 
89), which are consistent with the high rates among 
female bulimics (60). Similarly, the family patterns for 
bulimic subjects of both sexes have been described as 
unsupportive and chactic (60, 62) and prone to secrecy 
(90). Unfortunately, no studies to date have specifically 
looked for sex differer.ces in premorbid personality or 
family pattern or directly addressed either variable as a 
risk factor for bulimia in males. 


CLINICAL PRESENTATION 
Frequently reported precipitants of bulimia in males 


include many of the risk factors already mentioned— 
e.g., being teased about being overweight (62, 74, 91), 
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initiation of a physical development regimen for ath- 
letic pursuits (62, 64, 74), and anxieties about sexual- 
ity (62, 64, 74)—and interpersonal stressors, such as 
breaking up with a girlfriend (6, 62, 64, 74). It is not 
yet possible to address sex differences in the precipi- 
tants of bulimia because appropriate studies have not 
been reported. 

The clinical features of pama are in most respects 
similar in both sexes, although there is some evidence 
that male bulimic subjects are less troubled by their 
binge eating and are less concerned with strict weight 
control than are their female counterparts. With re- 
gard to binge eating, Schneider and Agras (10) briefly 
noted that 15 male bulimic subjects, as compared to 
female bulimic subjects, ate more during a binge, were 
more likely to binge in public, and reported less guilt 
after binge eating in a public place (data not reported). 
Edwin and Andersen (13) performed psychometric 
testing on their group of bulimic men and women and 
found that the bulimic men were more satisfied with 
their bodies (p<0.05) and reported less discontent and 
more vigor (p<0.0005) than the bulimic women. In an 
anecdotal report, Lieberman (90) described a family 
with four bulimic children and stated that the two bu- 
limic boys were less secretive about their symptoms or 
family confidences than their bulimic sisters. A much 
larger body of data comes from studies of binge eating 
among “normal” high school and college students (5, 
16, 24, 37, 39, 58). These male students consistently 
reported less guilt and concern about binge eating than 
female students (5, 24, 37, 39) and had lower rates of 
depression or self-deprecation after binges (5, 16, 37, 
39, 58, 92). Whether these differences also hold for 
male and female bulimia patients is less clear and must 
await further comparative studies. 

With regard to weight control, Schneider and Agras 
(10) found that the mean desired body weight of male 
bulimic subjects (95% of ideal) was significantly 
higher than that of female subjects (85%), suggesting 
that the male bulimic subjects were more realistic 
about their ideal body weight. Edwin and Andersen 
(13) replicated these results in their comparison of 12 
male and 13 female bulimic patients; the male subjects 
wished they weighed 106% of their ideal body weight 
on average, whereas the female subjects wanted to 
weigh 90% (p<0.001). In addition, male bulimics may 
rely less than female bulimics on laxatives, diuretics, 
and diet pills to lose weight (10, 47), and they may 
exhibit greater weight fluctuations over the course of 
their illness (10, 47). Finally, Killen et al. (55) found in 
a nonbulimic group of students that male subjects who 
purged were significantly heavier than those who did 
not purge, whereas this difference was not seen among 
the female subjects; these data suggest that the weight 
threshold for the initiation of purging may be higher 
for males than females and are consistent with the pre- 
viously reviewed data showing that males in general 
are less concerned with their weight. 

Male and female bulimics do not appear to differ 
with respect to frequency of binge eating or purging 
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(13, 47, 62) or frequency and severity of electrolyte or 
other medical disturbances (60, 93). With regard to the 
comorbidity of other psychiatric disorders, case series 
of male bulimic subjects have shown substantial rates 
of concurrent affective or anxiety disorders (12, 47, 
62), personality disorders (particularly borderline and 
impulse control) (12, 64), and family histories of af- 
fective disorders (12, 47, 64). Nonetheless, it is not 
known whether male bulimics have a higher rate of 
concurrent psychiatric illness than their female coun- 
terparts. In the only direct comparison of male and 
female bulimic subjects along this dimension, Pope et 
al. (12) found that 67% (10 of 15) of their male bu- 
limic subjects had either current or past major affective 
disorder, a proportion that did not differ significantly 
from that of a comparison group of female bulimic 
subjects (actual data not reported). 

The differential diagnosis of bulimia is similar in 
males and females except for consideration of the 
Kleine-Levin syndrome (94), a rare condition that oc- 
curs predominantly in young men. Its symptoms in- 
clude recurrent periods of hypersomnolence in asso- 
ciation with excessive or compulsive eating, mood 
disturbances, and hypersexuality. The diagnosis of 
Kleine-Levin syndrome can usually be excluded by the 
consistent occurrence of binge eating without episodes 
of hypersomnolence. 


TREATMENT AND OUTCOME 


Reports on the treatment and outcome of bulimia in 
males are insufficient to permit conclusions. Some in- 
vestigators (12, 64) have reported anecdotal evidence 
of good outcomes with antidepressants, whereas oth- 
ers (62, 95) have reported relatively poor outcome 
with a combination of hospital treatment and psycho- 
therapy. More recently, Levine et al. (96) found that 
12 (80%) of 15 men in professionally led support 
groups for anorexic and bulimic men reported im- 
provement of their eating disorder. The degree of im- 
provement was not specified, and although roughly 
one-half of the subjects were bulimic, bulimia-specific 
analyses were not reported. Large trials with suitably 
matched comparison groups of female bulimic subjects 
have not been reported but are essential to defining the 
optimal treatment for bulimia in males. 


PATHOGENESIS AND SYNTHESIS OF FINDINGS 
Biological Factors 


Several biological factors may contribute to the sex 
differences observed among bulimics. Boys reach pu- 
berty approximately 2 years later than girls (97), 
which may explain the later onset of bulimia in males 
(since boys tend to be confronted with the challenges 
of adolescence later than do girls) and the lower prev- 
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alence of bulimia among males (since males have more 
time to prepare themselves emotionally and cognitively 
for these challenges). In addition, the effect of the 
growth spurt at puberty is different for boys and girls 
(98). Whereas girls’ increase in weight is largely due zo 
extra adipose tissue, thereby tending to result in a body 
type that is culturally undesirable (67), in boys it is due 
to more muscle mass, resulting in the mesomorphic 
body type that most males desire (66). Thus, most boys 
enjoy a physiologically determined source of protec- 
tion against the negative body image that may lead to 
bulimia. Because obesity negates this protective factor, 
the finding of an association between premorbid obe- 
sity and bulimia in males is not surprising. 

Striegel-Moore et al. (67) have pointed out that 
males have a higher basal metabolic rate than females 
and that this might make males more successful diet- 
ers. Thus men, who are less likely than women to ini- 
tiate a diet in the first place, may be relatively protected 
from the frustrations of a failed diet and therefore less 
likely to resort to more extreme weight-reducing meas- 
ures, such as purging. Others have suggested that wo- 
men’s cyclic hormonal status may put them at greater 
risk than men for bulimia. Evidence to support this 
notion is scant, however, as studies that have at- 
tempted to demonstrate a relationship between binge 
eating and the menstrual cycle have yielded inconsis- 
tent results (60). 

There is continuing controversy over the relation- 
ship between depression and bulimia. Although the 
authors of a recent review (99) concluded that depres- 
sion and bulimia are two different disorders, they still 
may be causally related. If depression does tend to 
increase one’s risk of bulimia, then this phenomenon 
might occur more often in women, whose prevalence 
of depression is higher than that of men (DSM-III-R). 


Psychological Factors 


Psychoanalytic explanations of bulimia vary with 
the theoretical orientation of the author (100). Al- 
though it is beyond the scope of this article to review 
all such approaches, Schwartz (101) has identified two 
major themes. In the object relations view, a develop- 
mental arrest in the practicing subphase of separation- 
individuation is thought to lead to continued use of the 
body as a transitional object; binge eating and purging 
then recreate the infantile struggles with the mother 
during separation-individuation. The structural view 
emphasizes bulimia as a compromise solution that de- 
fends against anxieties brought about by intrapsychic 
conflicts. The few psychoanalvtic discussions of 3u- 
limia in males have in fact combined both the object 
relations and structural perspectives (102, 103). 

It is unclear from a psychodynamic viewpoint why 
males would be relatively protected from bulimia. 
Tabin and Tabin (104) have emphasized that the nor- 
mal developmental tendency in boys is to identify with 
their fathers in the formation of both early gender and - 
ego identity. To the extent that this is true, it may tend 
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to protect boys from becoming pathologically involved 
in separation-individuation issues with their mother. If 
the family constellation included a distant or otherwise 
unavailable father, one might then expect this hypoth- 
esized developmental protection to be attenuated; con- 
sistent with this speculation, two studies noted distant 
or disrupted relationships between bulimic sons and 
their fathers (62, 89), but more detailed case reports 
are lacking. 

The increased prevalence of homosexuality among 
male bulimics may simply reflect a cultural emphasis 
on appearance among homosexual men. Some psycho- 
analytically oriented investigators, however, have cited 
case studies suggesting that some of the family dynam- 
ics giving rise to eating disorders in males may also 
tend to cause conflicts over gender and sexuality (102, 
103, 105). The evidence for this model is limited, and 
indeed it remains speculative whether any specific fam- 
ily constellation can be linked to the development of 
homosexuality (79). 

Homosexuality may also predispose to bulimia by 
acting as a psychological stressor in homosexual ado- 
lescents. The discovery of homosexual feelings (106), 
combined with the realization that these feelings are 
not socially sanctioned, may act as yet another source 
of stress. When added to the many other challenges 
during this stage of life, homosexual identity forma- 
tion may lead some adolescent boys to adopt bulimia 
as a means of coping (62). 

Males may also be protected from bulimia according 
to a cognitive perspective. Polivy and Herman (65) 
have theorized that dieting causes binge eating by re- 
placing the biological drive to maintain body weight 
with cognitive regulations of eating behavior. A variety 
of psychological and situational factors, such as de- 
pression or stressful events, can then disinhibit these 
cognitive controls of eating, leading to binge eating. 
Such a framework predicts that females and over- 
weight males are at greater risk of starting a cycle of 
dieting, binge eating, and purging, given that both 
groups are more likely to diet than normal-weight 
males (56, 67, 68, 72). 


Cultural Factors 


The striking sex difference in the prevalence of eat- 
ing disorders has been cited frequently as evidence for 
a cultural cause (67), and much of the evidence re- 
viewed here supports this position. Several cultural 
factors protect males from bulimia; perhaps most cen- 
tral are the differences between male and female ideal 
body types. Most males’ ideal body type is the muscu- 
lar mesomorphic physique, which is seen by both sexes 
as the embodiment of stereotypically “masculine” traits, 
such as independence and aggressiveness (66). When 
young people are shown pictures of thin (ectomorphic) 
men, they describe such men negatively, ascribing to 
them such traits as laziness, stupidity, and loneliness 
(107). Among females, however, the ectomorphic phy- 
sique is associated with femininity, popularity, and 
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success (67). Accordingly, dieting has two very dif- 
ferent implications for males and females; for femazies, 
dieting propels them toward their ideal body, whereas 
for normal-weight males, dieting moves them further 
from their mesomorphic ideal. Thus, males are cultur- 
ally discouraged from engaging in one of the prime 
precipitants of bulimia (65). Binge eating, on the other 
hand, is more socially sanctioned among males (4, 5). 
Not only might this explain the relatively high preva- 
lence of binge eating among males, but it may also 
explain the lesser tendency for binge eating to result in 
overt bulimia in males, since it is less likely to induce 
guilt and subsequent purging. 

The higher prevalence of bulimic behaviors and at- 
titudes among homosexual men and men in certain 
occupations and athletic pursuits lends further support 
to a cultural explanation of bulimia. All of these sub- 
cultures share an increased concern about bady 
weight, either for the sake of appearance (as among 
homosexual men) or for the sake of professional! suc- 
cess (as among athletes and entertainers). From a soci- 
ocultural standpoint, these particular men may then 
have a risk for bulimia that is similar to the risk for 
females, although their overall risk may still be lower 
owing to biological or psychological factors. 


CONCLUSIONS 


An extensive search of the English-language litera- 
ture on bulimia in males revealed that the disorder 
affects approximately 0.2% -of adolescent boys and 
young adult men and that males account for 10%— 
15% of all bulimic persons identified in community- 
based studies. Male patients. account for only 1%— 
11% of the subjects in clinical series, however, a 
finding which suggests that clinic-based analytic stud- 
ies may be subject to sampling bias. Nonetheless, male 
bulimic patients in clinic-based studies appear to have 
a later age of onset and to have higher prevalences of 
premorbid obesity, homosexuality, and asexuality 
than female bulimic patients;'the lower marriage rate 
among bulimic men is consistent with the sexuality 
findings. Studies of concomitant substance abuse have 
yielded equivocal findings, although there is prelimi- 
nary evidence that cocaine use may be a more imper- 
tant risk factor for males than for females. The clinical 
features of bulimia are similar in males and females, 
although male bulimic patients appear'to be less con- 
cerned with strict weight control than female bulimic 
patients; there is also preliminary evidence that male 
bulimics may be less troubled by their binge eating. 
Both groups appear to have a a higher than average 
prevalence of affective, anxiety, and personality disor- 
ders. Conclusions about treatment and prognosis are 
premature because of the paucity of research in these 
areas. | 

Given the wealth of prevalence data reviewed in this 
article, we believe that further prevalence studies of 
bulimia and bulimic behaviors in males would be less 
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valuable than analytic studies designed to elucidate the 
essential characteristics of bulimia in males. Although 
prospective studies are generally considered superior 
for clarifying etiologic relationships, in the case of a 
relatively uncommon condition, such as bulimia in 
males, such studies are unlikely to be feasible. Well- 
designed case-control studies, on the other hand, with 
suitably matched comparison groups of female bulimic 
and male nonbulimic subjects, would be practical and 
permit simultaneous testing of a number of unan- 
swered questions. For example, to what extent do 
binge eating and purging put males at risk for bulimia? 
How are homosexuality and asexuality related to the 
etiology of bulimia in males? Is there a sex-specific 
association between substance abuse and bulimic be- 
haviors? Do particular athletic and occupational pur- 
suits actually place males at greater risk of bulimia? To 
what extent do family patterns differ between bulimic 
males and females? Do male and female bulimics differ 
with respect to concurrent psychiatric illness? Are cer- 
tain treatment approaches more appropriate for male 
bulimics, as compared to female bulimics, and what is 
the long-term prognosis for this bulimia subgroup? 
Consideration of these questions and of the methodo- 
logic issues discussed throughout this review will im- 
prove our limited understanding of bulimia in males 
and mzy provide insight into the nature of the disorder 
in both sexes. 
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Menopause-Related Affective Disorders: 
A Justification for Further Study 


Peter J. Schmidt, M.D., and David R. Rubinow, M.D. 


Despite descriptions dating back to the nineteenth century of menopause-related affective 
syndromes, recent investigations have been unable to characterize a specific’ disturbance of 
mood or behavior related to this period of life. In this article the authors identify a number of 
methodologic problems in earlier studies and suggest that further study is warranted and that 
it is premature to conclude that menopause-related affective syndromes do not exist. They 
then provide guidelines for examining mood and behavioral changes that take place during 
the climacteric and menopause, with the hope of stimulating further research which may 
determine whether menopause-related affective disorders exist and, if so, their characteristics. 


(Am J Psychiatry 1991; 148:844-852) 


Fe centuries medical observers have described an as- 
sociation between disturbances of mood and behav- 
ior and changes in the reproductive endocrine system. 
These observations have reflected beliefs about the ex- 
istence of a special relationship between the CNS and 
the reproductive endocrine system. Warnock (1) in 
1890 stated, “The connection between the reproductive 
nerve centers and the higher psychical centers in the 
brain is so intimate, and the effect of menstruation on 
the vascular system is so marked, that a priori we should 
expect menstrual derangement to cause corresponding 
disturbances in the brzin, both through the nervous and 
vascular systems.” Similarly, the cessation of menstrual 
cycle function during menopause was also considered 
to be associated with alterations in mood and behavior. 
Fothergill has been cited (2) as one of the first medical 
observers (in 1776) to describe the disorders of the cli- 
macteric, including disturbances of mood and behavior. 
Nonetheless, despite long-standing medical interest, al- 
terations of mood and behavior associated with the ces- 
sation of female reproductive function have been poorly 
characterized, if not dismissed, largely as a product of 
the following methodologic problems: 1) restrictive pre- 
suppositions about the characteristics of the affective or 
behavioral disturbance (e.g., conceptualized as endo- 
genomorphic depression), 2) confusion of affective 
symptoms with affective syndromes, 3) failure to obtain 
adequate biologic evidence of ovarian dysfunction in 
defining climacteric or menopausal subjects, and 4) con- 
fusion of causation with association. 

In this article we review the development of the con- 
cept of menopause-related mood and behavioral syn- 
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dromes and discuss recent studies that have failed to 
support the existence of “involutional melancholia.” 
We identify methodologic problems that complicate the 
interpretation of earlier studies and that must be ad- 
dressed in future studies of these disorders. Finally, we 
suggest criteria for an operational definition of a climac- 
teric- or menopause-related affective syndrome, with 
the hope of stimulating a reevaluation of earlier studies 
and pursuit of further understanding of the relation be- 
tween reproductive endocrine change and disturbances 
in mood and behavior. 


HISTORICAL DEVELOPMENT OF THE CONCEPT OF 
MENOPAUSE-RELATED AFFECTIVE DISORDERS 


Debates about the existence of menopausal affective 
disorders date back at least 90 years. William Conklin 
(3) described a variety of mood and behavioral symp- 
toms in relation to menopause: 


The peculiar nervous instability of the climacteric woman 
is aptly described by that word...neurasthenia, the symp- 
toms of which are so variable .and ill defined as almost to 
defeat the attempt to marshal them into order. Sunshine and 
shadow rapidly chase each other over her daily life. She is 
self-sacrificing in the performance of duty at one time and, 
again, is querulous, vacillating in purpose and capricious in 
temper. She is oppressed by fears of impending evils, and 
grows moody, when she becomes a veritable Jacques, with 
a melancholy of her own, compounded of many simples, 
extracted from many objects. She is tortured by bodily pains 
equally hard to bear. There is scarcely an arrow in the ar- 
mory of pain that is not unsheathed at this period. 


Conklin also described a variety of menopause-related 
physical symptoms, including distressing feelings of 
heat as well as visceral “neuroses” related to the heart 
and gastrointestinal tract. 


ł 
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In addition to the appearance of case reports verifying 
Conklin’s description of neurasthenia-like disorders 
during menopause, medical observers suggested that at 
least one other distinct mood and behavioral syndrome 
existed in association with menopause. A special form 
of melancholia occurring during the climacteric was de- 
scribed, commencing a controversy in psychiatry that 
has lasted well into this century and has overshadowed 
attempts to explore further other menopause-related af- 
fective syndromes. Maudsley described this melancho- 
lia as “profound with vague delusions of an extreme 
character, that the world is in flames, that it is turned 
upside down, that everything is changed, or that some 
very dreadful but undefined calamity has happened or 
is about to happen. In some cases transient paroxysms 
of excitement break the melancholic gloom” (4). The 
depression described by Maudsley in England was also 
described in Germany by Kraepelin in 1896 (5) as a 
form of involutional melancholia. Although Kraepelin’s 
description of involutional melancholia was not con- 
fined to women, the clinical presentation he described 
resembled that in Maudsley’s description of climacteric 
melancholia: a particularly rigid and obsessive person- 
ality, no history of depression before the involutional 
period, no episodes of mania (distinguishing this disor- 
der from manic-depression), a cross-sectional presenta- 
tion with an agitated depression and hypochondriacal 
or nihilistic delusions, and a variable outcome. 

Both Kraepelin and Maudsley excluded involutional 
melancholia from manic-depressive psychosis and con- 
sidered it a separate entity with a variable prognosis. In 
1907 Dreyfus (6) reviewed Kraepelin’s observations 
and demonstrated the eventual recovery of a group of 
patients with involutional melancholia, unless dementia 
intervened, which led Kraepelin to concede to the clas- 
sification of involutional melancholia as a form of 
manic-depressive illness in the eighth edition of his text- 
book (7). Hoch and MacCurdy (8) later challenged 
Dreyfus’s observation that patients with involutional 
melancholia frequently recovered, and on the basis of 
the Kraepelinian criterion of longitudinal outcome, they 
argued in favor of the validity of involutional melan- 
cholia as a distinct diagnostic entity. 

Following Bleuler’s description of schizophrenia (9), 
with his emphasis on cross-sectional “symptomatol- 
ogy” rather than outcome, involutional melancholia 
was reestablished as an independent diagnostic entity, 
primarily as a result of papers by Titley (10) and Palmer 
and Sherman (11). The separateness of this syndrome 
was postulated on the basis of the different symptoms, 
different age at onset of the index episode, different pre- 
morbid personality, and different family history. For ex- 
ample, Stenstedt (12) examined 237 women with invo- 
lutional melancholia and identified only 21 who 
experienced single episodes of melancholia confined to 
the menopause. However, it was observed that the pa- 
tients with menopause-related involutional melancholia 
exhibited less severe symptoms and had a lower risk of 
affective disorder in family members than the other pa- 
tients with involutional depression. 
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An affective disorder called involutional psychotic re- 
action appeared in DSM-I. However, as shown in a re- 
view by Rosenthal (13), the controversy persisted, and 
several prominent critics, such as Roth (14) and Redlich 
and Freedman (15), stated that the concept of a special 
involutional pattern of endogenous depression was no 
longer tenable. A distinctive syndrome was still de- 
scribed by Henderson and Batchelor (16! and Noyes 
and Kolb (17). Recent studies have not confirmed the 
existence of involutional melancholia or identified an 
increased prevalence of major depressive disorder dur- 
ing menopause. Nonetheless, these studies have not dis- 
proved a relationship between depression. and meno- 
pause in women who experience depression in this 
context. Further, several studies have suggested that in 
some women menopause conveys an increased vulner- 
ability to the onset of other forms of affective disorder, 
such as bipolar disorder (as Angst [18] proposed), and 
that menopause may interact with and alter the course 
of primary affective disorder (19). Finally, the occur- 
rence of neurasthenia or atypical depression associated 
with menopause, described in early case reports, has 
been largely ignored. 


MORE RECENT INVESTIGATIONS OF 
INVOLUTIONAL MELANCHOLIA 


In general, the evidence that has been adduced to re- 
fute the existence of involutional melancholia is epide- 
miologic and phenomenologic. Weissman (20) studied 
a sample of 422 consecutive female outpatients admit- 
ted with diagnoses of major nonbipolar depression. Us- 
ing only an age criterion of 45-55 years for defining 
menopausal status, Weissman found no difference in 
symptom patterns and number of previous depressive 
episodes between the 347 women younger than 45 years 
of age (presumed premenopausal) and the 75 women 
older than 45 years (presumed menopausal or post- 
menopausal}. Weissman concluded that there was not 
sufficient evidence to consider involutional-onset de- 
pression as a distinct entity. In agreement with Weiss- 
man’s findings, studies have not demonstrated a greater 
risk of suicide or psychiatric hospitalization for women 
during the climacteric or postmenopausal years (21). 
Further, despite a generally higher prevalence rate of 
depression in women than in men, studies in the past 
decade have reported a slightly lower 6-month preva- 
lence rate of depression during the presumed meno- 
pausal/climacteric years than in younger age groups (22, 
23). 

In summary, several studies provided evidence against 
the validity of the involutional melancholia construct by 
indicating that 1) there appeared to be no distinct symp- 
tom pattern, 2) there was no distinct pattern of previous 
episodes of depression in patients with menopause-re- 
lated major depressive episodes, 3) there was no in- 
creased risk of suicide or psychiatric hospitalization 
during the menopause period, and 4) there appeared to 
be no increased prevalence of depression during meno- 
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pause. However, this evidence is far from conclusive in 
refuting the existence of a menopause-related affective 
syndrome. Despite similar or lower point prevalence 
rates and similar clinical presentations of depression 
during menopause and at other times of life, one cannot 
infer that these syndromes share identical etiologies. 
Both Stenstedt (12) and Brown et al. (24) reported that 
involutional-onset depression was associated with a 
lesser family history of depression than was found for 


patients with early-onset depression. Further, in the. 


study by Weissman (20), 47% of the menopausal and 
65% of the postmencpausal depressed women (as de- 
fined by the age criterion) had no previous history of 
depression. While the prevalence of histories of primary 
depression was not significantly in excess of that seen 
in the younger age group (44%), the substantially 
greater period of risk of developing an episode of de- 
pression in the menopausal/postmenopausal group is 
potentially important. Thus, while menopausal major 
depression does not appear phenomenologically dis- 
tinct, there is evidence suggesting that it may differ from 
earlier-onset depression with respect to the patient’s 
family history and age at the time of the first depressive 
episode. It is not unusual in medicine for phenome- 
nologically similar disorders to have different precipi- 
tants or causes; for exemple, meningitis in both the neo- 
nate and the infant may present with fever, vomiting, 
and drowsiness, yet different pathogenic organisms are 
typically involved for the two age groups. 

Even if major depressive disorder is not more preva- 
lent during menopause, other forms of affective disor- 
der may be associated with this period. In fact, many of 
the original reports described a clinical picture during 
menopause that was more consistent with neurasthenia 
or atypical depression. The presupposition that meno- 
pause-related affective syndromes, if they exist, will be 
manifested by melancholia may have interfered with the 
identification and characterization of other affective 
syndromes (e.g., atypical depression) occurring at this 
time. This suggestion is supported by some studies that 
have examined the prevalence of affective symptoms in 
menopausal women. 

Winokur (25) studied a sample of 71 consecutive 
women with admission diagnoses of affective disorder 
and identified, on the basis of at least a 3-year history 
of amenorrhea preceding admission, 28 patients who 
were menopausal. Winokur compared the risk of hos- 
pitalization for a depressive episode during the 3 years 
after menopause in these 28 patients with the overall 
risk of developing an affective syndrome between ages 
20 and 80 in the total sample of 71 women (i.e., the 
total number of depressive episodes divided by the num- 
ber of years at risk). As there was no significant differ- 
ence between the risk of depression during the 3 years 
after menopause and during the entire period of risk 
(ages 20-80), Winokur drew the following conclusions: 
1) his data did not support the idea of menopause as an 
important factor in precipitating an episode of affective 
disorder, 2) affective disorders are not more likely to 
occur during menopause, and 3) the study of meno- 
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pause-associated depression is unlikely to promote fur- 
ther understanding of affective disorder. 

It appears, however, that Winokur used different se- 
verity criteria for the diagnosis of depression during 
menopause than for depressions that were not meno- 
pause related, because of the high frequency with which 
symptoms of depression (38%) and nervousness (75%) 
were reported to occur during menopause in his sample 
of patients. The use of more stringent diagnostic criteria 
for depression (e.g., need for hospitalization) during the 
3 years after menopause would tend to decrease spuri- 
ously the calculated risk rate for the development of an 
affective disorder in the 3 menopausal years. Further, 
Winokur stated that since the symptoms reported dur- 
ing menopause were “similar to those which patients 
suffering from affective disorder complain of,” the ad- 
dition of the hospitalization. criterion was necessary. 
Thus, given the high frequency of reports of menopause- 
related affective symptoms in this group, it seems un- 
warranted to conclude that there is “little value in look- 
ing specifically at the menopausal state for clues to the 
etiology of ordinary affective disorder.” Additionally, 
even if the menopause-related symptoms were phe- 
nomenologically distinct from major affective disorder, 
the affective symptoms occurring so frequently during 
menopause require further explanation. 

Several studies have examined the prevalence of mood 
and behavioral symptoms in larger samples of women 
experiencing the climacteric and menopause. Some (26- 
28) but not all (29) have found an increased prevalence 
of depressive symptoms related to the climacteric and/or 
menopause. In a serial cross-sectional-design study of 
477 women, Kaufert and Gilbert (30), using patients’ 
self-reports of menstrual cycle irregularity or amenor- 
rhea to define menopausal status, found a high preva- 
lence of clinically significant affective disorders during 
the 3 years surrounding menopause. Although these in- 
vestigators did not identify by factor analysis a specific 
pattern of affective or somatic symptoms associated 
with menopause, they did observe that during the 3 
years around menopause, 30% of their sample scored 
higher than 16 on the Center for Epidemiologic Studies 
Depression (CES-D) Scale:(scores greater than 16 are 
associated with the diagnosis of major depression or 
primary anxiety disorder), McKinlay et al. (31) also 
used the CES-D Scale in a single cross-sectional-design 
study of 2,500 women and relied on patients’ self-re- 
ports of menstrual cycle irregularity or amenorrhea to 
define menopausal status. McKinlay et al. did not ob- 
serve a greater prevalence of affective disorders, as de- 
fined by the CES-D Scale, during menopause than in 
other periods of life. They did, however, identify in their 
sample an association between physical symptoms and 
mood disorder as defined by that scale. Further, these 
investigators observed that mood disorder as defined by 
the CES-D Scale occurred twice as frequently in the 
group of women with artificial or surgical menopause 
as in the other menstrual status groups. 

Thus, menopause does not. appear to be uniformly 
characterized by disturbances in mood and behavior, 
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nor is there a uniform and consistent menopause-related 
affective syndrome. Nonetheless, the climacteric and 
menopause (surgically induced and natural) do appear 
to be associated with an excess of somatic, mood, and 
behavioral symptoms, and some studies have found an 
increased vulnerability to affective disorders during this 
period of life. Unfortunately, there has been no prospec- 
tive longitudinal study examining the development of 
mood and behavioral complaints within individuals in 
relation to the onset of the climacteric or menopause. 
Further, no study has examined the phenomenology of 
mood and behavioral syndromes, other than involu- 
tional melancholia or major depressive disorder, occur- 
ring during menopause, and it remains unclear whether 
patients with menopause-related affective syndromes 
have family histories, biological and treatment response 
characteristics, or longitudinal clinical course charac- 
teristics that distinguish them from patients with affec- 
tive syndromes occurring at other times of life. For ex- 
ample, are panic disorders that appear to develop de 
novo in association with hot flashes similar in all phe- 
nomenologic and historical respects to primary panic 
disorder? Additionally, it is not clear whether hot 
flashes and other hypoestrogenic symptoms are consis- 
tently associated with mood and behavioral distur- 
bances. 

Thus, when one is faced with the differential diagnosis 
of a menopausal woman with psychiatric symptoms, 
one must consider the following: 1) whether the person 
is indeed menopausal (discussed in the next section), 2) 
whether the mood and behavioral symptoms are secon- 
dary to menopause-associated somatic symptoms, and 
3) whether the mood and behavioral syndrome consti- 
tutes the de novo occurrence of a primary psychiatric 
disorder or the exacerbation of a psychiatric syndrome 
by menopause. For research purposes, this last issue 
may warrant further attention. 


METHODOLOGIC PROBLEMS OF EARLIER STUDIES 
THAT MUST BE ADDRESSED IN FUTURE STUDIES 


Operational Definition of the Menopausal Affective 
Syndrome 


By specifying a pattern of symptoms, a minimum du- 
ration, a minimum level of overall severity and impair- 
ment, and a required temporal linkage to a specific pe- 
riod of reproductive endocrine change, an operational 
definition of a menopausal affective syndrome can be 
formulated. This would permit the differentiation of af- 
fective symptoms occurring in association with meno- 
pause from a menopausal affective syndrome, thus fa- 
cilitating the selection of homogeneous samples for 
research purposes. A menopausal affective disorder can 
be defined as the occurrence of affective and behavioral 
symptoms that are sufficiently severe to interfere with 
some aspects of life and that appear with a specific re- 
lationship to the menopausal period, i.e., during the pe- 
rimenopause or menopause. 
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Nature of the Affective and Behavioral Symptoms or 
Syndromes 


Among studies of menopause, there is a general ten- 
dency to confuse reports of psychiatric symptoms, 
which can be multidetermined, with the presence of 
clinically verifiable psychiatric syndromes that may re- 
quire relatively specific therapeutic interventions. Most 
psychometric instruments used to detect or confirm a 
psychiatric illness contain both somatic symptoms and 
mood and behavioral symptoms. These instruments 
may be useful in recording symptoms typically associ- 
ated with a depressive illness but cannot be used to di- 
agnose the existence of a depressive illness. Distinguish- 
ing between mood or behavioral symptoms and 
syndromes requires that measures of impairment, sever- 
ity, and pervasiveness be included in the description of 
the syndrome. Problems in this area have included fail- 
ure to measure the severity and duration c= symptoms 
(32), attribution of clinical importance to symptoms 
without adequate measures of the associated distress or 
impairment (29), and use of scales with insufficient sen- 
sitivity to differences in severity (i.e., that rate symptoms 
only as present or absent) (33-36). Further, the use of 
excessively stringent criteria for severity may result in 
failure to identify clinically significant mood distur- 
bances during menopause (25). Until more cbjective pa- 
rameters are available, measures of impairment should 
permit the investigator to demonstrate that, in a meno- 
pausal affective syndrome, it is the affective and behav- 
ioral complaints which constitute the prominent source 
of the patient’s distress and which are asscciated with 
some form of dysfunction in her life. 


Methods of Establishing the Linkage of Symptoms 
With Menopause 


Without a clear onset of symptoms at the time of 
menopause, the menopausal affective syndrome cannot 
be meaningfully said to exist independent of affective 
disorders occurring at other periods of life. Unfortu- 
nately, the climacteric and mencpause are not unitary 
biologic events suitable for cross-sectional definition. 
The World Health Organization defined menopause as 
the permanent cessation of menstruation resulting from 
loss of ovarian activity, and the climacteric ar perimeno- 
pause was defined as the period of transition from re- 
productive to nonreproductive status, i.e., the period 
immediately before menopause and at least the first year 
afterward (37). For research purposes, menopause and 
the climacteric remain ill-defined periods associated 
with complete and partial ovarian failure, respectively. 
If mood changes are to be evaluated in the context of 
reproductive endocrine change, then, as de Lignieres 
and Vincens have suggested (38), the stage of reproduc- 
tive life should be well characterized endocrinologically. 
Specifically, women in the climacteric must be distin- 
guished from women in the postmenopausal period. A 
variety of measures have been used to identify climac- 
teric or menopausal status: age (20, 23, 32); patients’ 
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FIGURE 1. Levels of the Ovarian Steroids Estradiol (E2) and Progesterone (PROG) (top) and the Pituitary Gonadotropic Hormones Follicle-Stimulating 
Hormone (FSH) and Luteinizing Hormone (LH) (bottom) at Three Phases of Reproductive Life® 
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self-reports of at least 1 year of amenorrhea (indicating 
menopause) (29, 33-35, 39) or irregular menstrual cy- 
cles (indicating the climacteric) (29, 34, 35, 39); and 
hormone levels. 

Although the mean age at menopause has been estab- 
lished as 50-51 years, there is a wide range of reported 
age at onset, from 41 to 59 years (40). Thus, selecting 
a particular age group for research could result in a het- 
erogeneous group of women, some in the climacteric, 
some menopausal, and some with normal menstrual cy- 
cle function. This was obviously a significant problem 
in many earlier epidemiologic and phenomenologic 
studies. Further, an endpoint in the number of years past 
menopause must be defined, since a mood disorder oc- 
curring 10 years after menopause cannot be meaning- 
fully described as menopause related. 

Several studies (29, 34, 35, 39) have defined meno- 
pause by patients’ reports of a preceding period of 1 
year of amenorrhea. However, as noted by Treolar (40), 
a patient’s retrospective report of the terminal men- 
strual flow may misrepresent her age at menopause, 
since (among other things) dysfunctional uterine bleed- 
ing occurs in some postmenopausal women. Further, 
retrospective self-reports of the onset of the climacteric, 
defined as the beginning of menstrual irregularity in 
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middle-aged women, are subject to reporting bias and 
possible misattribution. Despite reports that the climac- 
teric is characterized by increasing variability in the 
menstrual cycle (40), several'factors make a history of 
increasing menstrual cycle irregularity an imperfect di- 
agnostic criterion for the climacteric. These factors are 
the following: 1) in the last 18 months preceding meno- 
pause, 40% of the menstrual cycles in a sample of 
women will be within the normal range of 21-35 days 
(41); 2) variability in the menstrual cycle is not confined 
to the climacteric (40, 41); 3) an undetermined number 
of women may enter menopause without any unchar- 
acteristic menstrual cycle irregularity (40); and 4) pro- 
posed definitions of the duration of the climacteric, 
based on menstrual cycle phase irregularity, range from 
1 to 10 years (40). 

Hormone levels have been used with some degree of 
success to define menopause (figure 1). During the cli- 
macteric and menopause, the ability of the ovaries to 
produce estradiol, the main form of ovarian estrogen, 
declines, resulting in marked increases in follicle-stimu- 
lating hormone (FSH) and, to.a lesser extent, luteinizing 
hormone. Levels of FSH that are consistently elevated 
(greater than 25 IU/liter) when sampled at several points 
during the menstrual cycle, combined with at least a 


Am J Psychiatry 148:7, July 1991 


6-monta history of menstrual cycle irregularity, may 
serve as biologic evidence of the climacteric. Similarly, 
FSH levels greater than 40 [U/liter plus a 6-month his- 
tory of amenorrhea appears to bea reasonable criterion 
for selecting a homogeneous sample of menopausal 
women. However, one study (42) found that serum es- 
tradiol/estrone ratios were within the premenopausal 
range in three of 12 amenorrheic patients with FSH lev- 
els greater than 40 [U/liter, suggesting residual ovarian 
estrogen production and only partial ovarian failure. 
Thus, even when hormonal standards are used, the di- 
agnosis of menopause may be uncertain. 


CONTEXT WITHIN WHICH SYMPTOMS DEVELOP 
DURING THE CLIMACTERIC AND MENOPAUSE 


Historical Context 


A variety of etiologies were proposed during the nine- 
teenth century to explain climacteric-associated mental 
illness, including the following: cerebral congestion or 
anemia, retention of poisonous material owing to the 
nonfunctioning uterus (4), abnormal intestinal fermen- 
tation (43), and reflex excitability secondary to ovarian 
dysfunction, as described by Farnham (44). One of the 
presumed mechanisms underlying this last relationship 
was summarized by Farnham in 1887 as follows: “The 
ovaries, after long years of service, have not the ability 
of retiring in graceful old age, but become irritated, 
transmit their irritation to the abdominal ganglia, which 
in turn transmit the irritation to the brain, producing 
disturbances in the cerebral tissue exhibiting themselves 
in extreme nervousness or in an outburst of actual in- 
sanity.” These presumed etiologies gave rise to equally 
diverse treatments, including purgatives, faradic stimu- 
lation, potassium bromide (45), dietary supplements 
(46), and ovarian, thyroid, and cardia extracts (47). 

Current theories of the etiology and treatment of 
menopausal mood disorders have reflected the follow- 
ing observations. First, mood symptoms occur in asso- 
ciation with declining levels of estradiol; similar distur- 
bances in affect occur after-oophorectomy (48). In both 
cases, mood disturbances reportedly respond to hor- 
mone replacement therapy (38, 49). Second (the domino 
theory), mood symptoms may occur in response to dis- 
tressing estrogen-sensitive somatic symptoms such as 
hot flashes or vaginal dyshidrosis, with a remittance of 
the mood symptoms following treatment of the somatic 
symptoms (50). Third, mood symptoms may occur in 
association with alterations in family roles, stressful life 
events, and the vicissitudes of aging (51). 


Estrogen Withdrawal and Mood 


It has been postulated that affective disorders result 
from disturbances of central neurotransmitter activity. 
The manifold interactions between gonadotropins/go- 
nadal hormones and neurotransmitters/neuromodula- 
tors (52, 53) suggest, therefore, a possible neurobiologic 
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basis for the effect of alterations in reproductive hor- 
mone activity on mood and behavior. The transition 
from reproductive life to menopause represents a period 
of unmatched biologic variability. For example, as 
shown in figure 1, the normal menstrual cycle is char- 
acterized by brief periods of unopposed estradiol secre- 
tion during the follicular phase. In contrast, the climac- 
teric may be associated with relatively longer periods of 
unopposed estradiol secrezion due to more frecuent 
anovulatory cycles, whereas menopause is charac- 
terized by low-to-absent estradiol or progesterone ac- 
tivity due to ovarian failure. This sequence of hormonal 
events is potentially significant, given that estradiol may 
have different actions in the same brain region depend- 
ing on previous exposure tc it (estradiol priming) or the 
presence of progesterone. 

Estrogen alone has been found to alter brain neuro- 
transmitter activity in several ways. As reviewed else- 
where (53), in the hypothalamus, estradiol has been re- 
ported to decrease norepinephrine synthesis, decrease 
glutamic acid decarboxylase activity (54), and increase 
muscarinic receptors (55). In ovariectomized rats, in 
the cerebral cortex, estradiol replacement decreases g- 
adrenergic and serotonin receptors (56). Estradiol alters 
the excitability of hippocampal pyramidal cells in vitro 
(57, 58) and lowers the threshold for electrically in- 
duced seizures in the medial amygdaloid nucleus (59). 
An antidopaminergic effect of estrogen at both the pi- 
tuitary and the striatum hes been described (60). Con- 
sistent with this last finding is the observation that 
L-dopa-induced tardive dyskinesia improved with estro- 
gen treatment (61). Conversely, it should be noted that 
enhanced dopamine recep-or sensitivity after admini- 
stration of estrogen has been reported (62, 63). It has 
been observed that regione] brain monoamine oxidase 
activity is increased by progesterone (64) and decreased 
by estrogen (65). 

The extent to which gonadal hormones, gonadotro- 
pins, catecholamines, and neuropeptides may interact 
in the development of climacteric/menopause-related 
mood and behavioral disorders is purely a matter for 
speculation. Nonetheless, it seems clear that changes in 
reproductive endocrine function would be accompanied 
by discrete but widespread alterations in the CNS neu- 
rotransmitter activity that may comprise relevant 
mechanisms in the pathophysiology of mood disorders. 
Further, the rate of hormonal changes may be an im- 
portant regulatory variable, perhaps conveying a differ- 
ential sensitivity to sudden (surgically induced meno- 
pause) versus gradual (natural menopause) decline of 
ovarian function. 


Domino Theory 


The manifold effects of estrogen on the CNS have led 
to therapeutic trials of estrogen in both affective disor- 
ders (66, 67) and menopausal syndromes (68). While 
beneficial effects on physical and emotional symptoms 
have been observed after the administraticn of estrogen 
in patients with menopausal syndromes, one cannot 
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necessarily infer a direct effect of changes in estradiol 
on mood. For example, it is unclear whether the re- 
ported improvement represents treatment of the pri- 
mary menopausal affective syndrome or a reduction in 
affective and behavioral symptoms secondary to im- 
provement of concu-rent hormone-sensitive physical 
complaints (e.g., sleep: disturbance secondary to noctur- 
nal hot flashes). Similarly, somatic symptoms experi- 
enced during menopause may result in behavioral or 
affective disturbances that may create considerable di- 
agnostic confusion in the assessment of a menopausal 
syndrome. For example, some women with severe day- 
time hot flashes report social avoidance similar to that 
observed in agoraphobic or social-phobic patients. 
Thus, failure to inquire about menopausal symptoms 
may lead to the misdiagnosis of primary anxiety disor- 
ders, with specific therapeutic consequences. Further, 
affective symptoms occurring in association with meno- 
pausal symptoms may alter the patient’s perception of 
the severity and disability associated with somatic 
symptoms of estrogen deficiency. 


Relation to Life Stage 


Studies have also identified the importance of social 
factors and life stress during this period of a woman’s 
life (69). These psychosocial factors include 1) altera- 
tion in family roles, 2) a changing social support net- 
work, 3) interpersona! losses, and 4) aging and the onset 
of physical illness. Correlational analyses of selected 
variables, such as stressful life events, with mood ratings 
may be useful in identifying factors associated with 
menopausal symptoms. However, a causal role for psy- 
chosocial factors in the mood syndromes with which 
these factors are associated has not been demonstrated. 
Middle age, and in perticular the climacteric or meno- 
pause, is not uniformly characterized by illness, widow- 
hood, an empty nest syndrome, or becoming a grand- 
parent (70). These may be common events, but they are 
not confined to middle age, nor are they universal oc- 
currences at middle age. Furthermore, models describ- 
ing menopause asa life crisis may misrepresent the nega- 
tive impact of this developmental state or at least the 
universality of such an impact (31). Finally, it is unclear 
which factors determine personal response to crisis, 
whether it is positive, resulting in goal achievement or 
mastery, or negative, resulting in symptoms of emo- 
tional distress, low self-esteem, and depression (51). 
Nevertheless, the systematic evaluation of psychologi- 
cal and social factors in the context of menopause will 
provide valuable information about the importance of 
these variables in the normal aging process as well as 
their role in the development of menopause-related af- 
fective disorders. 


TREATMENT RECOMMENDATIONS 


The management of mood and behavioral distur- 
bances during menopause requires determining the 
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symptoms experienced and the hormonal context in 
which they appear. As a complement to the careful neu- 
ropsychiatric evaluation that is usually recommended, 
longitudinal monitoring of symptoms on a daily basis 
may provide invaluable information about the severity, 
stability, and pattern of symptom experience. Both af- 
fective symptoms and relevant somatic symptoms (€.g., 
vaginal dryness, hot flashes) should be monitored. If not 
previously done, measures of FSH and estradiol shauld 
be made in order to document the presence of meno- 
pause and hypoestrogenism. 

In the case of a major depressive disorder, the therapy 
selected should reflect the nature of the menopause 
(natural or surgically induced), the nature and severity 
of the somatic symptoms, and the presence (or absence) 
and type of hormone replacement therapy. In patients 
with natural menopause who present with depression, 
the presence of signs of estrogen deficiency should lead 
first to consideration of a trial of hormone therapy, un- 
less there are contraindications to estrogen replacement 
(e.g., a history of breast cancer). Alternatively, if meno- 
pausal somatic symptoms are mild or minimal despite 
laboratory evidence of hypoestrogenism and the pres- 
ence of moderate to severe mood symptoms, then the 
choice of hormone replacement versus antidepressant 
therapy may be best informed by such factors as past 
personal history of depression, family history of affec- 
tive disorder, or the presence of contraindications to 
estrogen replacement. 

In a patient experiencing a surgically or medically in- 
duced menopause, the impact of the condition necessi- 
tating the oophorectomy should be meticulously evalu- 
ated. Additionally, the relationship between the onset 
of symptoms and the initiation of hormone replacement 
therapy should be determined for at least two reasons. 
First, mood and behavioral symptoms may result from 
inadequate estrogen replacement and can remit with ap- 
propriate adjustments of dosage or with a change tc an 
alternative form of estrogen replacement (e.g., estradiol 
versus conjugated estrogens). Therefore, it is recom- 
mended that hormone replacement therapy be adjusted 
before adjunctive psychopharmacotherapy is consid- 
ered. Second, mood and behavioral symptoms may be 
a direct result of hormone replacement therapy. Specifi- 
cally, cyclic mood and behavioral symptoms have been 
reported in association with sequential hormone re- 
placement and may remit with a change in the replace- 
ment regimen from sequential to continuous combina- 
tion therapy. Symptoms of depression and loss of libido 
consequent to therapeutically induced ovarian failure 
may, nonetheless, be responsive to antidepressant ther- 


apy. 


CONCLUSIONS 


‘The existence of a specific climacteric- or menopause- 
related affective syndrome remains controversial de- 
spite reports since the eighteenth century of an associa- 
tion between disturbances in affect and behavior end 
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this period of reproductive life. Conclusions that no 
menopause-related mood syndromes exist reflect, at 
least in part, selective interpretation of the data, lack of 
methodologic precision, and failure to consider that af- 
fective syndromes other than major depressive disorder 
might be associated with the climacteric and/or meno- 
pause. Recent advances in reproductive endocrinology 
research continue to clarify the neurobiology of the 
menopause process and will enhance our understanding 
of the role of declining ovarian function in the produc- 
tion of menopause-related affective and behavioral 
symptoms. It is within this context of greater under- 
standing of reproductive endocrinology that we have a 
unique opportunity to reexamine menopause-associ- 
ated affective syndromes in a way that will possibly ad- 
vance both our therapeutic precision and our under- 
standing of the relevance of endocrine change to 
behavioral state. 

Prospective longitudinal monitoring of mood change 
in relation to change in reproductive endocrine function 
will help clarify the natural course of menopausal affec- 
tive disorders. It will also inform us of the premorbid 
factors that may contribute to the development of these 
disorders, the prevalence and the nature of affective dis- 
turbances arising de novo during menopause or the cli- 
macteric, and the effects of life events and concurrent 
physical symptoms on patients’ experience of meno- 
pause-related affective disorders. 


REFERENCES 


1. Warnock J: On some of the relationships between menstruation 
and insanity. North Am Practioner 1890; 2:49-59 
2. Wilkush J: La menespausie—the birth of a syndrome. Maturitas 
1979; 1:145-151 
3. Conklin WJ: Some neuroses of the menopause. Trans Am Assoc 
Obstet Gynecol 1889; 2:301-311 
4. Merson J: The climacteric period in relation to insanity. West 
Riding Lunatic Asylum Reports 1876; 6:85-107 
5. Kraepelin E: Psychiatrie: ein Lehrbuch fur Studierende und Aer- 
zte, 5 Aufl. Leipzig, A Abel, 1896 
6. Dreyfus GL: Die Melancholie, ein Zustansbild des manisch-de- 
pressiven Irreseins. Jena, G Fischer, 1907 
. Kraepelin E: Psychiatrie, 8 Aufl. Leipzig, A Abel, 1909 
. Hoca A, MacCurdy JT: The prognosis of involutional melancho- 
lia. Arch Neurol Psychiatry 1922; 7:1-17 
9, Bleuler EP: Textbook of Psychiatry. Translated by Brill AA. New 
York, Macmillan, 1924 
10. Titley WB: Prepsychotic personality of involutional melancholia. 
Arch Neurol Psychiatry 1936; 36:19-33 
11. Palmer HD, Sherman SH: The involutional melancholia process. 
Arch Neurol Psychiatry 1938; 40:762-788 
12. Stenstedt A: Involutional melancholia: an etiologic clinical and 
social study of endogenous depression in later life, with special 
reference to genetic factors. Acta Psychiatr Neurol Scand 1959; 
127:1-71 
13. Rosenthal S$: The involutional depressive syndrome. Am J Psy- 
chiatry 1968; 124(May suppl):21-35 
14. Roth M: The phenomenology of depressive states. Can Psychiatr 
Assoc J 1959; 4:32-54 
15. Redlich FC, Freedman DX: The Theory and Practice of Psychia- 
try. New York, Basic Books, 1966 
16. Henderson D, Batchelor IR (eds): Henderson and Gillespie’s 
Textbook of Psychiatry, 9th ed. London, Oxford University 
Press, 1962 


oo wN 


Am J Psychiatry 148:7, July 1991 


17. 


18. 


19. 


20. 


21. 


22. 


23. 
24. 
25. 
26. 
Bis 
28. 
23.: 
30. 


31. 


32; 


33. 
34. 


33; 


36. 


37: 


38. 


39. 
40. 


41. 


42. 


43. 


44, 


45. 


PETER J. SCHMIDT AND DAVID R. RUBINOW 


Noyes AP, Kolb LC: Modern Clinical Psychiatry, 6th ed. Phila- 
delphia, WB Saunders, 1963 

Angst J: The course of affective disorders, II: typology of bipolar 
manic-depressive illness. Arch Psychiatr Nervenkr 1978; 226: 
65-73 

Kukopulos A, Reginaldi P, Laddomada GF, et al: Course of the 
manic depressive cycle and changes caused by treatments. Phar- 
macopsychiatry 1980; 13:156-167 

Weissman MM: The myth of involutional melancholia. JAMA 
1979; 242:742-744 

Winokur G, Cadoret R: The irrelevance of the menopause to 
depressive disease, in Topics in Psychoendocrinology. Edited by 
Sachar EJ. New York, Grune & Stratton, 1975 

Myers JK, Weissman MM, Tischler GL, et al: Six-month preva- 
lence of psychiatric disorders in three communities. Arch Gen 
Psychiatry 1984; 41:959-967 

Hallstrom T, Samuelsson S: Mental health in the climacteric. Acta 
Obstet Gynecol Scand 1985; 130:13-18 

Brown RP, Sweeney J, Loutsch E, et al: Involutional melancholia 
revisited. Am J Psychiatry 1984; 141:24-28 

Winokur G: Depression in the menopause. Am J Psychiatry 1973; 
130:92-93 

Jaszmann L, Van Lith ND, Zatt JCA: The perimenopausal symp- 
toms. Med Gynecology and Sociology 1969; 4:268-277 
Greene JG, Cooke DJ: Life stzess and symptoms at the climacte- 
rium. Br J Psychiatry 1980; 136:48€-491 

Barrett L, Cullis W, Fairfield L, et al: Investigations of the meno- 
pause in 1000 women. Lancet 1933; 1:106 

McKinlay SM, Jeffreys M: The menopausal syndrome. Br J Pre- 
ventive Social Med 1974; 28:108-115 

Kaufert PA, Gilbert P: Researching the symptoms of menopause: 
an exercise in methodology. Maturi-as 1988; 10:117~131 
McKinlay JB, McKinlay SM, Brambilla D: The relative contribu- 
tions of endocrine changes and social circumstences to depres- 
sion in mid-aged women. J Health Soc Behav 1937; 28:345-363 
Bungay GT, Vessey MP, McPherson CK: Study of symptoms in 
middle life with special reference to the menopause. Br Med J 
1980; 2:181-183 

Neugarten BL, Kraines RJ: Menopausal symptoms in women of 
various ages. Psychosom Med 1965; 7:266-273 

Greene JG: A factor analytic study of climacteric symptoms. J 
Psychosom Res 1976; 20:425-430 

Hunter M, Battersby R, Whitehead M: Relatianships between 
psychological symptoms, somatic complaints and menopausal 
status. Maturitas 1986; 8:217-228 

Ballinger CB, Browning MCK, Smich AHW: Hormone profiles 
and psychological symptoms in peri-menopausal women. 
Maturitas 1987; 9:235-251 

Research on the Menopause: WHO Tech Rep Ser 670. Geneva, 
World Health Organization, 1981 

de Lignieres B, Vincens M: Differential effects of exogenous oes- 
tradiol and progesterone on mood in post-menopausal women: 
individual dose/effect relationship. Maturitas 1982; 4:67-72 
Kaufert P, Syrotuik J: Symptom reporting at the menopause. Soc 
Sci Med (E) 1981; 15:173-134 

Treolar AE; Menstrual cyclicity and the pre-menopause. Maturi- 
tas 1981; 3:249-264 

Vollman RF: The menstrual cycle, in Major Problems in Obstet- 
rics and Gynecology. Edited by Friedman EA. Phiadelphia, WB 
Saunders, 1977 

Padwick ML, Endacott J, Whitehead MI: Efficacy, acceptability, 
and metabolic effects of transdermal estradiol in the mangement 
of postmenopausal women. Am J Obstet Gynecol 1985; 152: 
1085-1091 

Aldrich CJ: Role played by intestinal fermentation in the produc- 
tion of the neuroses of the menopause. Physician and Surgeon 
1897; 19:438-444 

Farnham AM: Uterine disease as a factor in the production of 
insanity. Alienist and Neurologist 1887; 8:532-547 

Overall GW: Organic and functional diseases incident to the 
menopause, treated by electricity and cataphoric medication, 
with report of cases. Med Council 1899; 4:316-320 


851 


MENOPAUSE-RELATED AFFECTIVE DISORDERS 


46, 
47, 
48, 


<9, 


56. 


57, 


58. 


Wyman HC: The mznopause-gangliasthenia. Michigan Med 
News 1882; 5:313-314 

Easterbook CC: Organo-therapeutics in mental diseases. Br Med 
J 1900; 22:813-823 

Sherwin BB, Gelfand MM: Sex steroids and affect in the surgical 
menopause: a double-blind, crossover study. Psychoneuroendo- 
crinology 1985; 10:325~-335 

Dennerstein L, Burrows GD, Hyman GJ, et al: Hormone therapy 
and affect. Maturitas 1979; 1:247-259 


‘0. Schiff I, Regestein Q, Tulchinsky D, et al:. Effects of estrogens on 


sleep and psychological state of hypogonadal women. JAMA 
1979; 242:2405-2407 


‘1, El-Guebaly N, Atchisan B, Hay W: The menopause: stressors and 


facilitators. Can Med Assoc J 1984; 131:865-869 


. Majewska MD: Actions of steroids on neurons: role in personal- 


ity, mood, stress and disease. Integrative Psychiatry 1987; 5:258- 
273 


. Hom AC, Buterbaugh GG: Estrogen alters the acquisition of sei- 


zures kindled by repeated amygdala stimulation or pentyle- 
netetrazol administration in ovariectomized female rats. Epilep- 
sia 1986; 27:103-108 


. Wallis GJ, Luttge WG: Influence of estrogen and progesterone 


on glutamic acid decarboxylase activity in discrete regions of the 
rat brain. J Neurochem 1980; 34:6069-613 


. Rainbow TC, Degroff V, Luine VN, et al: Estradiol 17 beta in- 


creases the number of muscarinic receptors in hypothalamic nu- 
clei. Brain Res 1980; 198:239-243 

Biegon A, Reches A, Sayder L, et al: Serotonergic and noradren- 
ergic receptors in the rat brain: modulation by chronic exposure 
to ovarian hormones. Life Sci 1983; 32:2015-2021 

Teyler TJ, Vardaris RM, Lewis D, et al: Gonadal steroids: effects 
on excitability of hippocampal pyramidal cells. Science 1980; 
209:1017-1019 

Foy MR, Teyler TJ, Vardaris RM: Delta 9-THC and 17-beta-es- 
tradiol in hippocampus. Brain Res Bull 1982; 8:341-345 


852 


59. 


60. 


61. 


62. 


63. 


64. 


65. 


66. 


67. 


68. 


69. 


70. 


Terasawa E, Timiras PS: Electrical activity during the estrus cycle 
of the rat: cyclic changes in limbic structures. Endocrinclogy 
1968; 83:207-216 

Di Paolo T, Carmichael R, Labrie F, et al: Effects of estrogens on 
the characteristics of [3H]spiroperidol and [3H]Ru 24213 bind- 
ing in rat anterior pituitary gland and brain. Mol Cell Endocrinol 
1979; 16:99-112 

Bedford P, Langelier P, Villeneuve A: Oestrogens and the ex- 
trapyramidal system. Lancet 1977; 2:1367-1368 

Hruska RE, Ludmer LN, Silbergeld EK: Characterization of the 
striatal dopamine receptor supersensitivity produced by estrogen 
treatment of male rats. Neuropharmacology 1980; 19:923-926 
Nausieda PA, Koiller WC, Weiner WJ, et al: Modificaticn of 
postsynaptic dopaminergic sensitivity by female sex hormones. 
Life Sci 1979; 25:521-526 

Franz JR, Hull EM, Snyder AN, et al: The effect of maternal 
progesterone on brain monoamine oxidase activity of neonatal 
rats. Brain Res 1978; 158:397-406 

Luine VN, Khylchevskaya J, McEwen BS:. Effect of gonadal ster- 
oids on activities of monoamine oxidase and choline acetylase in 
rat brain. Brain Res 1975; 86:293~306 

Vogel W, Klaiber EL, Broverman DM: Role of the gonadal ster- 
oid hormones in psychiatric depression in men and women. Prog 
Neuropsychopharmacol 1978; 2:487~503 

Zohar J, Shapira B, Oppenheim G, et al: Addition of estrogen to 
imipramine in female-resistant depressives. Psychopharmacol 
Bull 1985; 21:705~706 

Dennerstein L: Depression in the menopause. Obstet Gyrecol 
Clin North Am 1987; 4:33-48 

Cook DJ, Greene JG: Types of life events in relation to symptoms 
at the climacterium. J Psychosom Res 1981; 25:5-11 

Butler RN: Psychiatry and psychology of the middle-aged, in 
Comprehensive Textbook of Psychiatry, 4th ed, vol 2. Edited by 
Kaplan HI, Sadock BJ. Baltimore, Williams & Wilkins, 1985 


Am J Psychiatry 148:7, July 1991 


Regular Articles 


The Future of Psychiatry: Psychiatrists of the Future 


Marta De Titta, Ph.D., Carolyn B. Robinowitz, M.D., and William W. More, Ph.D. 


Objective: The authors’ goal was to examine the changing demographic trends in psychi- 
atry manpower. These changes have important implications for the practice of the profession 
in the future. Method: Each year, the APA Office of Membership, in collaboration with the 
American Association of Directors of Psychiatric Residency Training, conducts a census of 
all residents in psychiatry. A survey instrument is sent to the director of residency training in 
each U.S. program accredited by the Accreditation Council for Graduate Medical Education. 
Using data from this survey and from the American Medical Association, the authors con- 
ducted a study of the changes in the number of psychiatric residents over the last decade, 
particularly the increases in the number and percentage of women in medicine and psychi- 
atry. Results: They found that the number of psychiatric residents has grown from 4,674 in 
academic year 1978-1979 to 5,829 in 1987-1988, an increase of 25%. The percentage of 
women has increased from 32% of all psychiatric residents in 1978—1979 to 41% in 1987- 
1988. The largest proportions of female physicians and psychiatrists were found in the age 
groups younger than 35. Conclusions: Previously documented gender differences that affect 
practice patterns and career opportunities may very well change as a function of the increas- 
ing representation of women in the profession of psychiatry, and these changes need to be 





taken into account in planning for future patient care and research needs. 


(Am J Psychiatry 1991; 148:853-858) 


M ost discussions of the future of psychiatry 
rightly focus on the content of the field, empha- 
sizing scientific advances in diagnosis and treatment as 
well as the theoretical developments in neurobiology 
and psychosocial function. They convey a sense of ex- 
citement, discovery, and resources unparalleled in the 
history of the field. 

In these discussions, there often is a striking omis- 
sion. Psychiatry as a field depends heavily on the psy- 
chiatrists who provide care, undertake research, and 
educate others. As such, the future of the field is de- 
pendent on its manpower, and the needs of its man- 
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power depend on two groups: psychiatrists already in 
practice and those about tc enter the field—psychiatric 
residents and medical students. 

Continuing medical education programs are a neces- 
sity for psychiatrists already in practice it they are to 
maintain and improve their knowledge and skills and 
keep up with the massive developments and changes in 
the field. Equally important, however, and often over- 
looked, psychiatric residents and the medical students 
choosing psychiatry represent the long-term shape and 
focus of the field. The successes and failures of psychi- 
atry will be measured thrcugh their work. 

It is still a commonly held belief that medical stu- 
dents are not interested in psychiatry, even though 
data on students graduating in 1980—1988 (1) have 
uniformly demonstrated increases in both the number 
and the percentage of U.S. medical students choosing 
psychiatry as well as an increase in the number of psy- 
chiatric residents. A 1988 survey of graduating U.S. 
medical students conducted by the Association of Amer- 
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TABLE 1. Number of Male and Female Psychiatric Residents and All Residents, 1978-1988" 


Psychiatric Residents” 


All Residents” 

Academic 

Year Total Female Male N 
1978-1979 63,163 11,839 $1,324 4.674 
1979—1980 64,615 12,431 52,184 4,452 
1980-1981 61,4£5 13,738 47,727 4,545 
1981—1982 68,217 16,040 32,177 4,681 
1982—1983 69,142 16,341 52,801 4,886 
1983-1984 72,397 17,566 54,831 5,109 
1984—1985 75,125 18,603 56,522 5,312 
1985—1986 74,514 19,562 54,952 5,488 
1986—1987 76,815 20,746 56,069 5,508 
1987-1988 81,410 22,623 $8,787 5,829 


“Includes all residents on duty as of September 1 each year. 
>Data are from the AMA (4). 
“Data are from the APA ennual census of residents. 


ican Medical Colleges (2) found that 591 (almost 6%) of 
the students who responded indicated that they were 
considering psychiatry or child psychiatry as their pri- 
mary specialty choice. Of the 591 students who said that 
they were considering psychiatry, 444 (75%) had made 
this choice by their third year in medical school (3). 

In this paper we focus on the changing numbers 
and demographic characteristics of the psychiatric resi- 
dent population over the 10-year period from 1978 to 
1988 and discuss implications of these changes for the 
future. 


METHOD 


Each year, the APA Office of Membership, in col- 
laboration with the American Association of Directors 
of Psychiatric Residency Training, conducts a census 
of all residents in psychiatry. A survey instrument is 
sent to the director of residency training in each U.S. 
program accredited by the Accreditation Council for 
Graduate Medical Education. 

Residents are identified by name, and considerable 
demographic information about their previous medical 
education, age, sex, and specific aspects of training is 
obtained. The response rate is 100%, accomplished by 
personal contact with residency directors and depart- 
ment chairs. Thus, the census provides the most com- 
prehensive listing of residents actually in training in the 
United States, as well as highly detailed information 
about the current and future shape of the field of psy- 
chiatry. In this paper we examine the census data ob- 
tained over the past 10 years, noting changes and 
trends, particularly increases in the number of psychi- 
atric residents and shifts in gender distribution. A later 
report will address other demographic and training 
characteristics. 
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Female Male 
o ‘Total % of All % of All 
% of All Female Mele 
Residents N Residents N Resicents 
7.4 1,489 12.6 3,184 6.2 
6.9 1,553 12.5. 2,898 5.5 
7.4 1,636 11.9 2,909 6.1 
6.9 1,723 10.8 2,958 5.7 
7.1 1,842 11.3 3,044 5.3 
7.1 1,914 10.9 3,195 5.3 
7A 1,996 10.7 3,312 5.9 
7.4 2,133 10.9 3,347 6.1 
72 2,241 10.8 3,257 5.3 
7.2 2,402 10.6 3,413 5.3 
RESULTS 


Increase in the Number of Psychiatric Residents 


The number of psychiatric residents has grown from 
4,674 in 1978-1979 to 5,829 in 1987-1988—an in- 
crease of 25% (table 1). This change can be largely 
attributed to an increase in female psychiatric resi- 
dents, since their number has grown by 913 (61%), 
compared with an increase of 229 (7%) in male psy- 
chiatric residents during the same time period. (These 
data exclude 13 residents whose sex was not reported.) 

The percentage of women has increased from 32% 
of all psychiatric residents in 1978-1979 to 41% in 
1987—1988, in spite of the increase in the number of 
all psychiatric residents from 4,674 to 5,829 during 
the same years. The percentage of men has decreased 
from 68% of all psychiatric residents in 1978—1979 to 
59% in 1987-1988. The number of male psychiazric 
residents has grown at a much slower rate than the 
number of female psychiatric residents, and the num- 
ber of male psychiatric residents showed greater yearly 
variability than that of female psychiatric residents, 
ranging from a decrease of 9% between 1978~1979 
and 1979-1980 to an increase of 5% between 19&6— 
1987 and 1987-1988. Most of the increases in the 
number of male psychiatric residents have occurred 
since the 1982--1983 census. 

Changes in the psychiatric resident population prob- 
ably reflect the impact of the National Conference on 
Recruitment Into Psychiatry. held in March 1980 (5) 
and the follow-up activities on its recommendations. 
Some of the major goals that emerged from the con- 
ference were to increase the likelihood that medical 
students would choose a career in psychiatry, to im- 
prove the quality of the psychiatric residency experi- 
ence, and to emphasize the challenges and satisfactions 
of psychiatric practice. In addition, conference partic- 
ipants recommended increasing recruitment of female 
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TABLE 2. AMA Age Groups of Male and Female Physicians, Psy- 
chiatrists, and Residents, December 1986° 


A Men Women 
ge Group 
(years) Total N % N % 
Younger than 35 
All physicians 142,328 106,418 74.8 35,910 25.2 
All psychiatrists 6,063 3,949 65.1 2,114 34.9 
All residents 70,016 $1,274 73.2 18,742 26.8 
35—44 
All physicians 162,461 135,056 83.1 27,405 16.7 
All psychiatrists 9,361 7,129 76.2 2,232 23.8 
All residents 9,540 6,541 68.6 2,999 31.4 
45-54 
All physicians 102,665 91,716 89.3 10,949 10.7 
All psychiatrists 7,755 6,448 83.1 1,307 16.9 
All res:dents 812 513 63.2 299 36.8 
$5—64 
All physicians 80,321 74,032 92.2 6,289 7.8 
All psychiatrists 6,344 5,500 86.7 844 13.3 
All residents 108 76 70.4 32 29.6 
65 and older 
All physicians 81,385 75,268 92.5 6,117 7.5 
All psychiatrists 3,201 2,762 86.3 439 13.7 
All residents 0 0 0.0 0 0.0 
Total 
All physicians 569,160 482,490 84.8 86,670 15.2 
All psychiatrists 32,724 25,788 78.8 6,936 21.2 
All residents 80,476 58,404 72.6 22,072 27.4 


“Data arz from the AMA (6). 


and minority faculty members to provide appropriate 
role models. 


The Feminization of Psychiatry 


By using data from the American Medical Associa- 
tion (AMA) (6), we can compare the percentage of 
female psychiatric residents with the proportion of fe- 
male physicians, psychiatrists, and all residents. The 
AMA reported that there were 86,670 female physi- 
cians (15% of the 569,160 physicians in the United 
States) as of December 1986; however, women repre- 
sented 25% of the physicians under age 35 (table 2). 
Similarly, female psychiatrists represented 21% of all 
psychiatrists, and women accounted for 27% of all 
residerts (table 2). The AMA reported that female psy- 
chiatric residents represented 39% of all psychiatric 
residents (2,133 out of 5,488) (5). These figures cor- 
respond to those reported in the 1985—1986 APA psy- 
chiatric resident census (table 1). Women were thus 
more highly represented in the psychiatric resident 
population than they were among all physicians (in- 
cluding those younger than age 35), all psychiatrists, 
and ali residents. 

For the decade reported in this study—academic 
years 1978-1979 through 1987—1988—the number of 
women graduating from U.S. medical schools in- 
creased from 3,445 to 5,356, representing 23% of all 
graduates in 1978-1979 and 34% in 1987-1988 (6, 
7). Similarly, the number of women in psychiatric res- 
idencies increased from 1,489 to 2,402 in the same 
time period, an increase from 32% of all residents in 
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psychiatry in 1978—1979 to 41% in 1987—1988 (table 
1). 
The 1988 survey of graduating medical students 
conducted by the Association of American Medical 
Colleges (2) listed the gender distribution of its 10,379 
respondents as 66% male and 33% female (1% unre- 
ported), Of the $91 students who reported that they 
chose psychiatry as their specialty, however, 275 
(47%) were women. These figures lend support to the 
strong and continuing trend of an increase in the num- 
ber of women choosing psychiatry as a specialty, al- 
though at slightly lower rates than the increase in the 
number of women in medicine. As shown in table 1, 
the number of female residents increased by 91% in 
the 10-year period, compared with an increase of 61% 
for female psychiatric residents, indicating that the 
growth rate for women ir. all medical specialty resi- 
dencies was greater than that of women in psychiatric 
residency. 

The distribution of all physicians and of female phy- 
sicians in selected specialties in the period 1970-1985 
is shown in table 3; these data are from the AMA (8). 
The increase in the percentage of female psychiatrists 
was smaller than the increases of female physicians in 
other specialties such as general practice (including 
family practice), general surgery, and internal medi- 
cine. Of course, the number of women in psychiatry 
was greater than the number of women in some other 
specialties, so similar numerical increases in psychiatry 
and in a surgical specialty, for instance, led to a larger 
percentage increase in the latter. The dara in table 3 
show that from 1979 to 1985 the percentage of female 
physicians rose from 8% to 15%; the percentage of 
female psychiatrists increased from 13% to 21%. Al- 
though the representation of female physicians is still 
variable among the specialties, these gender differences 
may be weakening. Psychiatry can no longer rely solely 
on the increasing number cf women entering medicine; 
competing preferences for and availability of training 
in other specialties will have an impact on the future of 
psychiatry. 


Gender Differences in Age Among Psychiatric 
Residents 


As shown in table 2, in 1986 the largest proportions 
of female physicians and psychiatrists were found in 
the group less than 35 years old: 25% of the physicians 
and 35% of the psychiatrists in this age group were 
women. These percentages were higher than those for 
any other age group, indicating that the increase in the 
proportion of women in medicine is due primarily to 
the number of women younger than 35. As reported by 
AMA (9), 4,968 women represented 31% of all grad- 
uates of U.S. medical schools in 1986, but women rep- 
resented only 27% of all medical residents under age 
35 in 1986. 

A study of 141 female and 114 male psychiatrists 
who had been in training in 1974 (10) showed that 
there was a significantly g-eater interval between grad- 
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TABLE 3. Number of Physicians and Female Physicians in Selected Specialties, 1970-1985° 





1970 1975 1980 1970-1985 

Specialty Women Total Women Total Women Total Women Total Women Total 
Psychiatry” 2,942 23,236 3,803 26,503 5,257 30,752 7,732 36,038 162.8 55.1 
Anesthesiology 1,516 10,860 1,819 12,861 2,388 15,958 3,710 22,021 144.7 102.8 
General practice! 2,486 57,948 2,866 42,374 4,677 32,519 7,996 27,030 221.6 -—53.4 
General surgery 311 29,761 567 31,562 1,150 34,034 1,987 38,169 538.9 28.3 
Internal medicine 2,383 41,872 4,006 §4,331 8,130 71,531 14,716 90,417 517.5 115.9 
Obstetrics/gyn- 

ecology 1,337 18,876 1,777 21,731 3,243 26,305 5,597 30,867 318.6 63.5 
Pathology 1,273 10,283 1,674 11,720 2,215 13,402 3,217.» 15,456 152.7 50.3 
Pediatrics S751 17,941 5,081 21,746 8,117 28,342 12,373 35,617 229.9 98,5 
All physicians 25,401 334,028 35,636 393,742 54,284 467,679 80,725 552, 716 217.8 65.5 
“Data are from the AMA {8). 
Includes child psychiatry. 
“Includes family practice. 
TABLE 4. APA Age Groups of All Psychiatric Residents and Female Psychiatric Residents, Academic Years 1983-19877 

1983-—_984 1984—1985 1985-1986 1986—1987' 1987—1988 

eCoi All Female All Female All Female All ae All Female 
(years) Residents N % Residents N % Residents N % Residents N % Residents N % 
20—29 2,004 700 34.9 1,960 700 35.7 = 1,886 696 36.9 1,761 671: 38.1 1,854 732 39.5 
30—39 2,416 906 37.5 2,613 988 37.8 2,803 1,122 40.0 2,907 1,206°41.5 3,041 1,252 41.2 
40—49 421 206 48.9 377 175 46.4 374 155 41.4 414 187 45.2 435 213 49.0 
50—59 102 40 39.2 108 41 38.0 85 36 42.4 78 34 43.6 82 31 37.8 
60 and 

older 15 4 26.7 13 1 77 9 1 Ke Ws | 4 0 0.0 6 1 16.7 
Age not 

reported 151 58 38.4 237 91 38.4 323 123 38.1 334 143 42.8 397 173 43.6 
Total 5,109 1.914 37.5 5,308 1,996 37.6 5,480 2.133 389 5,498 2,241 40.8 5,815 2,402 41.3 


% Change, 


“Data are from the APA census of residents. Percents based on total number of psychiatric residents for whom age was reported. 


uation from medical shoe and beginning of psychi- 
atric residency training for women than for men. The 
interval, measured in number of years, yielded a mean 
of 4.65+6.72 years for women and 2.78+4.50 for 
men (t=2.53, df=252, p<0.01). In addition, the 
mean+SD ages of men and women were essentially 
identical at graduation from medical school, 26.5+3.4 
for women and 26.3+2. 1 for men (t=0. 47, df=252, 
p=0.640). However, at the beginning of psychiatric 
residency training, the difference between the sexes in 
mean age, 31.1+6.7 for|women and 29.1+4.9 for 
men, was statistically significant (t=2.67, df=252, 
p<0.01). These findings would seem to indicate that 
female residents more often begin specialty training 
later in life than do their male counterparts (perhaps 
because of children and/or other family obligations), 
take more time to complet e residency, or choose psy- 
chiatry after training in other specialties. 

The APA data given in table 4 support this pattern 
for psychiatric residents over the period from 1983- 
1984 to 1987-1988. The percentages of women over 
these years was consis-ently and substantially higher in 
the 40—49-year-old age group than in the 20—29-year- 
old or 30-39-year-old groups. The proportion of fe- 
male psychiatric residents has remained stable at 49% 
in the 40-49-year-old age group between 1983-1984 
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and 1987—1988, but there have been substantial in- 
creases in the proportion of women in the younger 
groups. Between 1983—1984 and 1987—1988, the pro- 
portion of female psychiatric residents rose from 35% 
to 40% in the 20—29-year-old group, and both the 
percentage and the number of female psychiatric resi- 
dents increased in the 30—39-year-old age group. Al- 
though the mean age of psychiatric residents has re- 
mained fairly stable over this time period, in 1983-— 
1984 the mean age of male psychiatric residents was 
31.9 and that for female psychiatric residents was 
32.6; in 1987-1988, the mean ages were 32.3 and 
32.5, respectively. These findings suggest that the rel- 
atively lengthy interval for women between graduation 
from medical school and beginning of psychiatric res- 
idency training may no longer be as common as it was 
a decade ago. 


CONCLUSIONS 


The AMA (11) reported that between 1970 and 
1986 the percentage of male physicians in the United 
States increased by 52% while that of female physi- 
cians increased by 262%. Projections for the year 2000 
also indicate a disproportionate increase in the number 
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of female physicians compared with their male coun- 
terparts. Based on a “best projection” model that in- 
cludes predictions about how the production of new 
physicians is most likely to change between 1986 and 
2000, AMA projected that there will be a 92% in- 
crease in the number of female physicians, compared 
with a 9% increase in the number of male physicians. 

If the number of female physicians continues to 
grow as predicted, and even if women more often 
choose specialties previously dominated by men, there 
is no reason to believe that the high representation of 
women in the field of psychiatry will change. In an 
analysis of specialty choice based on 1978—1986 spe- 
cialty transitions of the group of residents who began 
residency training in 1978, AMA (11) reported that 
female physicians were much more likely than male 
physicians to practice in pediatrics, obstetrics/gynecol- 
ogy, and psychiatry. Consequences of the increased 
number of women have already been felt in psychiatric 
residency training programs. As reported in the Sep- 
tember 1988 newsletter of the American Association 
of Directors of Psychiatric Residency Training (12), 
training programs are addressing issues particularly 
important to female residents, such as the structure of 
the program (pregnancy/parental leave policies, part- 
time residency and related time conflicts, and personal 
safety), curriculum content (the effects of the sex of the 
therapist and pregnancy on transference and counter- 
transference issues and negative diagnostic stereotypes 
for female patients),.and career choices and advance- 
ment opportunities for female psychiatrists (effects of 
early socialization on women, lack of time due to mul- 
tiple roles, entry into research programs, and scarcity 
of mentors and/or role models). 

Studies have demonstrated that female psychiatrists 
are less often Board certified, earn lower incomes, 
work fewer hours per week, and tend to work in in- 
stitutional settings (13). As reported by Weinstein in 
1967 (14), Arnhoff and Kumbar in 1973 (15), and 
Roback et al. in 1987 (6), the percentage of women 
who are Board certified in psychiatry is consistently 
lower than the percentage of men who are so certified. 
Robinowitz et al. (16) reported that women in aca- 
demic medical positions are more likely to be given less 
prestigious assignments and that they are underrepre- 
sented in administrative and leadership positions. 

Similarly, Fenton et al. (17) demonstrated that fe- 
male psychiatrists spend a greater proportion of their 
time in organized settings and are less involved in aca- 
demia or private practice, that they tend to see a 
greater number of female patients, and that they see 
their patients more frequently, a finding that also holds 
for female practitioners in family practice and internal 
medicine. 

Narrative examples suggest that these differences 
may be changing as more women enter specialties pre- 
viously dominated by men because these women may 
take on male practice characteristics, at least with re- 
spect to location and mean number of hours worked 
per week. Even though gender differences in some 
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practice characteristics may be disappearing, other, 
more positive differences may have a beneficial impact 
on the quality of patient care. Maheux et al. (18) re- 
ported persisting attitudinal differences in a study in- 
volving general practitioners in Quebec. These authors 
noted that women represent 44% of the medical 
school enrollees in all of Canada, but in French Cana- 
dian medical schools women represented 58% of the 
student population in 1987-1988. Maheux et al. 
found that female caregivers were more likely to value 
psychosocial factors in patient care, to educate patients 
about their health problems, and to counsel patients 
about health matters, suggesting that female physi- 
cians have more social concerns and that they show a 
greater orientation toward patients in their practice 
than their male counterparts. The authors also con- 
cluded that neither medical training nor the organiza- 
tion of medical practice succeeds in eliminating these 
attitudinal differences. It is conceivable that these fe- 
male values and interests would also influence the re- 
search questions and funding of the future, leading to 
a greater emphasis on prevention and health mainte- 
nance. The growing number of women in medical spe- 
cialties can be seen as having great potential for im- 
portant contributions to the quality of patient care. 

If women in medicine are succeeding in contributing 
to the quality of health care services provided, in in- 
creasing the availability of quality child care, in elim- 
inating salary inequalities, and in promoting more 
flexible work schedules, the area of access to leader- 
ship roles is still an important challenge. Numerical 
dominance alone is not sufficient to ensure leadership. 
As Constanza (19) noted, the status of female physi- 
cians in England and the Soviet Union has not in- 
creased as a function of their increased numbers. Con- 
stanza proposed that some attributes of leadership 
would have to change (for example, aggressiveness and 
competitiveness would have to be deemphasized) and 
that medical leadership must become gender neutral by 
incorporating female values and strengths. 

Although the data suggest scme potential leveling 
off in the percentage of women entering psychiatric 
residency training, we are seeing a considerable in- 
crease in both the number and tne proportion of 
women in practice. There is concern among some lead- 
ers that the influx of women reflects ‘or contributes to) 
lowered prestige and value in tke specialty. Given the 
decrease in stigma related to psychiatric diagnoses, in- 
creases in access to care, and the advances in diagnosis 
and treatment, such an explanation seems unlikely al- 
though worthy of attention. Increased access to lead- 
ership roles tor female psychiatrists will provide much 
needed role models as well as changes in focus on the 
values and strengths associated with quality patient 
care. Thus, the growth and trends in resident demo- 
graphics and content must be monitored closely to pre- 
dict and adapt to further changes in the field and to 
meet patient care and research needs. 
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Criminalization of Psychotherapist-Patient Sex 
Larry H. Strasburger, M.D., Linda Jorgenson, J.D., and Rebecca Randles, J.D. 


Legislative enactment of criminal penalties for psychotherapists’ sexual contact with their 
patients is pending in several states. The arguments in favor of criminalization are that it serves 
as a deterrent, offers retribution, provides redress when other avenues are blocked, deals with 
unlicensed psychotherapists, makes victims’ assistance funds available, and provides due proc- 
ess protection against false accusations. In opposition to criminalization are the arguments 
that civil and administrative measures already exist to deal with the problem, it may have a 
chilling effect on the reporting of misconduct, it may void malpractice insurance, it makes 
guilty psychotherapists place themselves in jeopardy if they acknowledge their wrongdoing in 
attempting to make amends, it removes control of the legal process from the victim, it fails to 
offer rehabilitation, and it singles out psychotherapists from other fiduciaries for more strin- 
gent treatment. APA district branches inevitably will be called on to take positions with regard 
to legislation criminalizing sexual exploitation of patients. The current public outrage over 
patient victimization, however appropriate it may be, appears to make it difficult to publicly 
justify anything other than support for criminalization. 


(Am J Psychiatry 1991; 148:859-863) 


O“ the past 15 years the public has become in- 
creasingly aware of the issue of psychotherapist- 
patient sexual contact. Newspapers report civil dam- 
age awards to sexually exploited patients amounting 
to millions of dollars, as well as revocation or suspen- 
sion of the offending practitioners’ licenses by licens- 
ing boards. Psychotherapists themselves—psychia- 
trists, psychoanalysts, psychologists, and social 
workers—have focused with increasing intensity on 
the issue, as evidenced by a burgeoning literature (1, 
pp. 575-614). We have attempted to address this 
problem through professional education and by de- 
claring that sexual relations with patients are unethi- 
cal and that sexual relations with former patients are 
almost always unethical (2). 

Some critics regard the profession’s response as inade- 
quate given the scope of the problem. Nationwide stud- 
ies have revealed that somewhere between 7% and 15% 
of psychotherapists engage in sexual contact with their 
patients and that over 90% of the victims suffer harm 
(3-5). Notwithstanding the educational efforts of pro- 
fessional groups and the substantial risks to clinicians 
engaging in sexual relations with patients, reports of the 
behavior continue to surface. The public has demanded 
punitive action. Coalitions of victims, patients’ rights 
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groups, and concerned professionals have pressured 
state legislatures to enact statutes making psychothera- 
pist-patient sex a criminal offense. 

Legislators will be looking to professional societies, 
such as APA district branches, for guidance and advice 
as they attempt to draft such laws. Before an informed 
judgment about criminalization can be made, the is- 
sues surrounding it must be carefully considered. In 
this paper we will attempt to clarify those issues by 
presenting the arguments for and against criminaliza- 
tion. 


OVERVIEW OF CRIMINALIZATION 


The first call for criminalization came from Masters 
and Johnson in 1975 (6). To date, seven states have 
passed such statutes and other legislatures are consid- 
ering them (7). In 1983 Wisconsin became the first 
state to enact a statute making psychotherapist-pa- 
tient sexual exploitation a criminal offense (8). Min- 
nesota (9), North Dakota (1C), and Colorado (11) 
soon followed. Such statutes were adopted by Califor- 
nia (12) and Maine (13) in 1989 and by Florida in 
1990 (14). Currently, the legislatures of Iowa, Mary- 
land, Massachusetts, New Mexico, and Pennsylvania 
are considering similar bills. Although seven states 
have criminalized the conduct, the issue is far from 
settled. Criminalization is a complex and controver- 
sial matter. There are a number of clinical, ethical, and 
legal considerations to be weighed in deciding its ap- 
propriateness as social policy. 
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ARGUMENTS FOR CEIMINALIZATION 
Deterrence 


Deterrence is the primary argument in favor of crimi- 
nalization of psychotherapist-patient sexual activity. A 
criminal law articulates to everyone the wrongfulness of 
such behavior. Proponents believe that sexual contact 
would be restrained by an unmistakable legal message 
that such behavior is severely damaging and totally un- 
conscionable backed by the threat of a felony conviction 
and a prison sentence. Controversy exists over the prob- 
able effectiveness of this deterrence, but among the cate- 
gories of exploitative therapists (1, p. 402; 15), those who 
are naive, uninformed, or undergoing the effects of midlife 
crisis may well respond to the prospect of punishment. 


Retribution 


In addition to the utilitarian function of deterrence, 
retribution is also a primary goal of criminal statutes. 
Whereas retribution originally derived from private, 
personal vengeance, under the “just desserts” theory the 
state responds to a violation of its rules with punishment 
for its own sake (16). This morally justified retaliation 
constitutes a vindictive justice that metes out suffering 
to pay back the wrongdoers, One of the strongest argu- 
ments for criminalization may now be that sexual ex- 
ploitation, in the light of the evidence documenting its 
ill effects on patients, is so outrageous a transgression 
of societal rules that retribution is called for. Although 
therapist behavior rooted in the character pathology of 
impulsive, narcissistic, or sociopathic personalities may 
not be deterred by criminalization, retribution for such 
individuals may nonetheless be socially appropriate. 


Additional Redress 


A criminal statute would augment existing proce- 
dures that, for one reason or another, have not func- 
tioned effectively. In the past, an exploited victim could 
obtain redress for sexual exploitation only through 
complaints to professional societies’ ethics committees, 
complaints to licensing authorities, or lawsuits for civil 
damages. Each of these routes has presented problems. 
Ethical procedures are ponderous, often involving long 
delays and ineffective action from the professional so- 
cieties, themselves fearful of being sued by therapists. 
Licensing authorities have often been unresponsive or 
impotent. A civil lawsuit can be very expensive and may 
drag on for years. Criminalization, then, provides an 
additional option for a victim when other avenues fail. 
Implementing this option, however, may itself be 
lengthy and be delayed by the motions of a defendant 
exercising due process rights. 


Dealing With Unlicensed Therapists 


Although no panacea, criminalization may also pro- 
vide a practical way to deal with unlicensed therapists 
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and to incapacitate practitioners who continue to prac- 
tice unregulated after their licenses have been revoked 
(17). Licensure boards cannot sanction them, and many 
of them have so few financial resources that a civil suit 
would be fruitless. A weakness of the criminal process, 
however, has been demonstrated in Minnesota, whare 
the relatively short sentencés imposed on convicted 
therapists have allowed them to return to practice after 
brief incarcerations. A proposal before the Massachu- 
setts legislature may provide a more constructive solu- 
tion. This law would allow a court to issue an injunction 
against the unlicensed practice of psychotherapy by a 
therapist who has had sexual contact with patients. 
Breach of the injunction would subject the offender to 
criminal contempt procedures, 


Money to Treat Victims 


Proponents of criminalization point out that such 
laws can provide access to money for both prevention 
and treatment of victims. Minnesota, for example, has 
used money from federal criminal justice programs to 
fund educational efforts dealing with the problem (18). 
Money may be available to help fund ongoing victim 
treatment in states where public funds are dedicated to 
assistance of crime victims. Such financial restitution, 
however, may represent an unkept promise. Although 
funds for assistance to crime victims do exist in theory, 
the current austerity of state budgets has led to large 
cuts in the funding of such programs. 


ARGUMENTS AGAINST CRIMINALIZATION 
Obscuring the Issue 


Paradoxically, criminalization may cause psycho- 
therapist-patient sex to be reported even less. Col- 
leagues may be less willing than they currently are to 
report an offending psychotherapist if an ethics com- 
plaint would lead to criminal charges. This might be the 
case despite an ethical duty to report (2) and the statutes 
on mandatory reporting that some states have passed 
(19). A patient may also be reluctant to complain, ap- 
palled at the idea that the psychotherapist would be sub- 
ject to criminal sanctions. While some complainants 
want retribution or restitution, others may want help 
for their impaired therapists. Although some patierts 
may not be aware of it, criminal prosecutions cannot 


proceed without their testimony, which they can choose 
to withhold. 


Voiding Malpractice Coverage 


One of the gravest concerns of victims of therapist 
exploitation is that criminalization may void malprac- 
tice insurance coverage. Although insurers continue to 
recognize an obligation to defend accused therapists, 
the trend has been to exclude paying judgments for sex- 
ual exploitation. Criminalization provides additional 
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justification for such exclusion, as most policies specifi- 
cally exclude criminal acts from coverage. Criminaliza- 
tion, then, may eliminate a resource that victims sorely 
need to finance continuing treatment. There is no victim 
compensation fund comparable to the therapist’s mal- 
practice policy. Although the victim may be able to 
reach the personal assets of the psychotherapist, these 
resources are frequently inadequate or nonexistent. 

This concern about loss of malpractice coverage may 
be exaggerated. There are indications that insurers may 
be required to indemnify such claims even in states 
which have criminalizing statutes (20). Successful suits 
are frequently based on assertions of mishandled trans- 
ference. One appellate opinion has held that in such cir- 
cumstances, “It is the mishandling of transference, and 
not the resulting sexual conduct, which gives rise to the 
alleged malpractice. ... The sexual acts are an incidental 
outgrowth of the primary malpractice, not the proxi- 
mate cause” (21). Some plaintiffs have won lawsuits 
despite these exclusionary policies by alleging concur- 
rent proximate causes for their injuries—where the in- 
juries have been caused by both the excluded risk (sex- 
ual misconduct) and an insured risk (such as wrongful 
or improper termination of therapy). 


Impairment of Civil Actions 


Criminalization may make it more difficult for pa- 
tients to win civil suits for damages. The risk of criminal 
prosecution certainly will make offending therapists less 
likely to admit their behavior. The therapist may exer- 
cise Fifth Amendment rights. This in effect will prevent 
the process of discovery by civil and administrative 
boards until the criminal trial is completed. This could 
delay not only an award of (money) damages but also 
restriction or revocation of the therapist’s license by the 
licensing board. Even the simple matter of apology, 
which some victims find healing, becomes difficult in 
the face of a possible criminal prosecution. Thus the 
“malignant synergy of a bad outcome . . . and bad feel- 
ings—patient guilt, grief, rage, surprise, and abandon- 
ment” (22) is almost assured. 


Inappropriate Catharsis 


Victims’ advocates observe that pursuit of criminal 
prosecution provides an anodyne to the shame and feel- 
ings of powerlessness experienced by victims of sexual 
exploitation. Whether this emotional relief is greater 
than that obtained through a civil lawsuit or action be- 
fore a licensing board is unclear. Nevertheless, it may 
be inappropriate to use the blunt instrument of criminal 
law to palliate and-enable victims. Desirable as these 
goals may be, they do not fall within the traditional 
purposes of criminal law: retribution, deterrence, inca- 
pacitation, and rehabilitation of offenders. 


Loss of Control of Process 


Many victims of sexual exploitation by psychothera- 
pists feel that they have lost control of their lives, and 
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involvement in criminal prosecution may heighten this 
feeling. Although some writers believe that a decision 
to file a criminal complaint helps recover a sense of con- 
trol, the victim does not control a criminal process and 
civil process in the same way. Although the victim is free 
to choose whether or not to come forward with a com- 
plaint and a prosecutor cannot proceed if the only wit- 
ness against the therapist refuses to testify, victims have 
been concerned that after a complaint is entered the 
prosecutor’s decisions will determine how the case is 
run. 


Unproven Deterrence 


Although anecdotal information and common sense 
suggest that criminalization may act as a deterrent, there 
is as yet no empirical evidence to demonstrate this prem- 
ise. In fact, few people even file criminal charges in states 
where statutes exist. Over 1,600 victims of therapist 
sexual contact have been seen in the Walk-In Counsel- 
ing Center in Minneapolis, but Minnesota has prose- 
cuted only nine criminal charges to date. 


Absence of Rehabilitation 


The absence of a provision for the rehabilitation of 
offenders is a major omission in the current criminal 
statutes. Although some sexual exploiters victimize 
multiple patients, appear to be without conscience, and 
are probably not treatable, others commit a single of- 
fense that may be a response to a situational or life cycle 
crisis, and these psychotherapists might benefit from 
treatment and be restored to social productivity. Cast- 
ing these latter individuals in the role of unredeemable 
criminals may not be wise social policy. 


SPECIAL CONSIDERATIONS 
Consent 


Some criminal laws, such as those against rape and 
indecent assault, already apply to therapist sexual mis- 
conduct. As a practical matter these laws cover only the 
most egregious cases, and consent of the victim is an 
absolute defense (17). Eliminating consent as an issue 
by defining psychotherapist-patient sexual contact as a 
specific crime provides a more effective statute. Most 
statutes criminalizing patient-therapist sex exclude con- 
sent as a defense, defining such contact as a crime re- 
gardless of the victim’s behavior. This strict liability 
standard means that the only matter to be adjudicated 
is whether the sexual contact occurred. 

Some commentators believe that removing the de- 
fense of consent in effect portrays psychotherapy pa- 
tients as incompetent “presumptive sillies’(23). If this 
were to occur, the status of patients would clearly be 
stigmatized. As a practical matter, in our experience vic- 
tims are not concerned that they will be demeaned 
through the removal of the issue of consent. Obviously, 
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competent adults are presumed capable of consent and 
the law is reluctant to remove this presumption. Draw- 
ing an analogy between psychotherapy patients and 
rape victims, as in Masters and Johnson’s original pro- 
posal, appears to infantilize them by saying that patients 
are ipso facto unable to consent. This, however, is not 
the best way to conceptualize the issue. 

It is not that the victim cannot consent or that consent 
is improperly obtained—as through undue influence of 
transference or lack of information about risks. Consent 
is irrelevant. The issue is fiduciary breach and abuse of 
power in the therapeutic relationship. A fiduciary is in 
a position of special trast, analogous to that of a trustee, 
involving “a duty to act primarily for another’s benefit” 
and requiring “scrupulous good faith and candor” (24). 
Trust and confidence are reposed in the therapist on the 
basis of a perception cf social role. Even a sophisticated 
patient must place hirrself or herself in a vulnerable, less 
powerful position vis-a-vis a therapist who has more 
knowledge, training, and experience of the therapeutic 
process. It is the duty of the therapist as fiduciary to 
attend only to the needs of the patient and to do no 
harm. Sexual contact is countertherapeutic behavior 
that will harm patients. The consequences of such acts 
are so socially deleterious that they call for proscription 
. regardless of consent. Attention should focus entirely 
on the therapist’s behavior, not on that of the victim. 


Additional Burdens 


Criminalization adds what may appear to be an un- 
reasonable layer of special requirements to the civic li- 
abilities of mental! health personnel, in a manner similar 
to the effects of the Tarasoff decision. Some believe that 
it is simply unfair to criminalize the breach of one type 
of fiduciary relationship while ignoring sexual breaches 
of other types of fiduciary relationships, such as teacher- 
student, attorney-client, guardian-ward, and trustee- 
beneficiary (25). On the other hand, perhaps the law 
should deal more sternly with those exploitations of po- 
sicions of special trust; we do have laws against insider 
trading of securities. 


False Accusations 


For psychotherapists the possibility of having to de- 
fend themselves against false accusations of sexual mis- 
conduct is terrifying, and false accusations do occur 
(26). The criminal law, although it exposes the accused 
therapist to greater jeopardy, provides better protection 
against false accusations of sexual exploitation than the 
civil law. The standard of proof in a criminal trial is 
“beyond reasonable doubt.” whereas in a civil trial a 
jury can find for the plaintiff on “the preponderance of 
the evidence.” In an ambiguous situation a properly in- 
structed criminal court jury should be less likely to enter 
a judgment against a therapist than a jury in a civil trial. 
In actuality the difficulty of proving a criminal case be- 
yand reasonable doubt may make prosecutors hesitant 
to proceed, The vast majority of these cases involve al- 
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leged actions in an office in which only two people were 
present, and the evidence is limited to one person’s word 
against another’s. The narrow and specific definition of 
behavior in a criminal statute, which is necessary to 
avoid constitutional challenge of the statute on the basis 
of vagueness, means that a therapist may avoid criminal 
conviction for acts that could incur civil liability. The 
criminal law also offers more due process protection to 
the accused therapist than proceedings before licensure 
boards, which may allow testimony that would be ex- 
cluded under strict rules of evidence and which may not 
be governed by a statute of limitations. 


CONCLUSIONS 


APA district branches inevitably will be called on to 
take positions with regard to legislation criminalizing 
sexual exploitation of patients. The current political cli- 
mate of public outrage over patient victimization, hew- 
ever appropriate it may be, appears to make it difficult 
to publicly justify anything other than support for crimi- 
nalization. Awareness of the drawbacks of such legisla- 
tion may be useful in the deliberations. 
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Object Representations in the Early Memories 
of Sexually Abused Borderline Patients 


Joel T. Nigg, A.C.S.W., Kenneth R. Silk, M.D., Drew Westen, Ph.D., 
Naomi E. Lohr, Ph.D., Laura J. Gold, Ph.D., 
Sonya Goodrich, Ph.D., and Susan Ogata, Ph.D. 


Objective: This study analyzed psychological representations in 58 subjects in order to 
achieve a better understanding of the relation between adult borderline personality disorder 
and reported histories of childhood sexual and physical abuse. Method: The subjects were 29 
inpatients with borderline personality disorder diagnosed according to the Diagnostic Inter- 
view for Borderlines, 14 nonborderline inpatients with major depressive disorder according 
to the Research Diagnostic Criteria, and 15 normal comparison subjects recruited from the 
community and screened for the absence of psychopathology. Earliest memories were used 
as the source of mental representations in all subjects. The memories were reliably coded for 
malevolent affect tone, presence of deliberate injury, and effectiveness of belpers. Family 
histories of childhood sexual and physical abuse were obtained with the Familial Experiences 
Interview, a structured interview. Abuse histories for a subset of the subjects were corrob- 
orated by interviews with family members. Results: A reported history of sexual abuse, but 
not a reported history of physical abuse, predicted the presence of extremely malevolent 
representations in these earliest memories as well as representations involving deliberate 
injury. These two kinds of representations also discriminated borderline patients who re- 
ported histories of sexual abuse from borderline patients who did not report sexual abuse. 
Mean affect tone (from malevolent to benevolent) did not, however, discriminate sexually 
abused or physically abused subjects. Conclusions: The results suggest that malevolent rep- 
resentations associated with the borderline diagnosis in previous research may be partially 
related to a histary of childhood sexual abuse. Implications for the object relations theory of 


borderline personality disorder are noted. 
(Am J Psychiatry 1991; 148:864—-869) 


sychodynamic theory states that patients with bor- 

derline personality disorder suffer from pathological 
object relations (1, 2}. While the term “object rela- 
tions” sometimes refers to actual interpersonal rela- 
tions, difficulties in external relations are thought to 
be a reflection of difficulties in the internal “object 
world.” Internal mental representations of the self and 
others, as well as affects and expectations attached to 
them, are referred to as object representations (3, 4). 
Because of the theoretical importance of object rela- 
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tions for psychodynamic understanding of borderline 
personality and because of growing evidence of an as- 
sociation between borderline personality disorder and 
a history of childhood trauma (5-10), we examined 
the relation between borderline patients’ object repre- 
sentations and childhood sexual abuse. 

Empirical attempts to appreciate developmental 
problems that could account for borderline patients’ 
disturbed object relations led researchers to study the 
early familial experiences of these subjects. A high 
prevalence of reported childhood trauma, particularly 
sexual abuse, was found (5—10). Zanarini et al. (5), 
Ogata et al. (6), Links et al. (7), and Herman et al. (8) 
found that sexual abuse and sometimes physical abuse 
discriminated borderline patients from patients with 
other axis II disorders, major depression, borderline 
traits, and bipolar II disorders, respectively. Both sex- 
ual abuse and physical abuse have been found to dis- 
criminate adolescent psychiatric inpatients with bor- 
derline personality disorder from those without the 
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disorder (9, 10). Survey studies suggest that the prev- 
alence of a history of sexual abuse may be as high as 
57% among psychiatric inpatients and 33% among 
nonclinical populations (11—13) and that the abuse oc- 
curs across economic classes and ethnic groups (13-15). 

Adult sequelae of childhood sexual abuse are similar 
to some clinical features of borderline personality dis- 
order. Long-term sequelae include poor impulse con- 
trol, self-blame, suicidal behavior, poor self-esteem, 
substance abuse, sexual problems, lack of trust in in- 
terpersonal relations, depression, and self-destructive 
behavior such as biting, cutting, and burning (16—19). 

No published research has explored, however, the 
association between the traumatic histories found 
among borderline patients and specific aspects of bor- 
derline object representations. Childhood abuse could 
contribute to borderline pathology through impaired 
development of object relations. 

This study assessed object representations with the 
Early Memories Test. The test in various forms has 
been used by psychodynamically oriented clinicians 
and researchers and others for clinical assessment of 
object relations (20-23) and may reflect stable charac- 
teristics of personality (24, 25). 

We examined the association between reported his- 
tory of sexual abuse and affective quality of object 
representations as determined from the following as- 
pects of the Early Memories Test: 1) accounts involv- 
ing deliberate injury, 2) effectiveness of helpers in ac- 
counts in which injury or illness occurred, 3) affect 
tone (from malevolent to caring) in the relationships 
portrayed in the accounts, and 4) accounts that por- 
trayed extremely malevolent interactions. We chose 
variables associated with the affective quality of rela- 
tionships because previous studies have suggested that 
borderline patients are discriminated from patients in 
other diagnostic groups by their malevolent internal 
object world (26—29). We hypothesized that sexually 
abused subjects would report earliest memories in 
which others were more injuring, less helpful, and 
more malevolent. In addition to studying the associa- 
tion of responses on the Early Memories Test with 
sexual abuse among borderline patients, we also stud- 
ied this association among patients with major depres- 
sive disorder and among normal subjects. The patients 
with major depression were part of an ongoing study 
of the relation between borderline patients and sub- 
jects with affective disorders (30, 31). 


METHOD 


Male and female inpatients between the ages of 18 
and 60 years who fulfilled at least two of the DSM-III 
criteria for borderline personality disorder or schizo- 
typal personality disorder or three of the criteria for a 
major depressive episode were potential subjects. Be- 
fore being included, potential subjects were assessed as 
described below. Exclusion criteria included organic 
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disorders, chronic psychosis, age over 60, English not 
the native language, and IQ belcw 65. 

Eighty-seven percent of the 50 eligible patient sub- 
jects gave written consent to take part in this study. 
While drug free they were administered the Diagnostic 
Interview for Borderlines (DIB) (32) ky a research team 
member. Our group’s interrater reliability (kappa= 
0.80) for the DIB has been established (33) and is 
maintained through periodic retraining. Patients who 
scored more than 7 on the DIB entered the borderline 
group. Those who scored less than 5 on the DIB ard 
who met the Research Diagnostic Criteria (RDC) (34) 
for major depressive disorder were the nanborderline 
depressed comparison subjects. RDC diagnoses of de- 
pression were reliably made by senior supervisors who 
were also research group members (weighted kappa 
[35]=0.92) in conjunction with the patients’ primazy 
therapists; both the supervisor and the therapist were 
blind to the subjects’ DIB result. Subjects scoring 6 on 
the DIB were excluded in advance to minimize group 
overlap. These cutoffs provide optimal balance be- 
tween DIB sensitivity and specificity (36). 

Normal subjects were recruited through public ad- 
vertisements requesting vclunteers “in good physical 
and emotional health who have never been in psycho- 
therapy and are reasonably content with their lives.” 
The screening procedure has been described elsewhere 
(26). All normal subjects scored less than 5 on the DB. 
All gave written consent. 

The total number of subjects in the three study 
groups was 58, There were 29 patients with borderline 
personality disorder, 14 depressed patients, and 15 
normal subjects. 

Researchers blind to DIB and RDC results inter- 
viewed all subjects regarding a variezy of early familial 
events, including childhood physical and sexual abuse. 
The Familial Experiences Interview was developed by 
Ogata in collaboration with our research team (6). The 
areas explored include losses, separations, illnesses, 
school problems, abuse, neglect, and other events. The 
question sequence was the same for all subjects. Sexual 
abuse was defined as exposure to genitals with no 
physical contact, fondling or caressing of genitals, or 
penetration; all but one of the incidents of reported 
sexual abuse consisted of fondling or penetration. 
Physical abuse was defined at minimum as striking the 
head or body, excluding spanking. Interrater reliabili- 
ties for the interview items reported in this article 
ranged from 0.75 to 1.00 (weighted kappa) for three 
raters. Administrators of the interview were blind to 
the subjects’ diagnoses and Early Memories Test results. 

Subjects were given a psychological test battery that 
included a modified version of Mayman’s Early Mem- 
ories Test (20, 21). They were asked to relate their 
earliest memory and the next earliest memory, their 
earliest memory of mother and earliest memory of fa- 
ther, their most happy and most unhappy memory, 
their earliest memory of feeling scared, angry, snug/ 
cozy, excited, and ashamed or guilty, and their favorite 
early memory. 
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The typed verbatim early memories were sorted by 
kind of memory (so that a subject’s response to one 
prompt would not influence rater scoring of subse- 
quent responses) and coded by two raters independ- 
ently. Consensus was obtained on discrepant scores. 
Only earliest and next earliest memories and earliest 
memory of mother and of father are included in this 
report, since these prompts are affectively neutral. 

Deliberate injury was scored as present whenever an 
early memory included intentional attack or assault 
with physical contact, including pushing, shoving, or 
hitting. Memories were not scored positive for emo- 
tional injury or threat if there was no physical contact. 
Sexual assaults portrayed in the Earliest Memories 
Test were coded separately and were not counted as 
memories of injury for this study, so as to avoid con- 
founding dependent and independent variables. Inju- 
ries were scored yes/no (kappa=0.95). The following 
were scored as containing a deliberate injury: 


My earliest? I remember when I was . . . going to school 
and I was pushed around by this girl and her gang at 
school. I mean, she physically pushed me around.... 
kind of, I was always picked on. 


First day of kindergarten ... running out of the class- 
room and being stopred at the end of the hallway by the 
superintendent. I remember him pushing me down on the 
bench and hitting my head on the wall, and crying, and my 
brother came from another classroom to help, and the 
superintendent made him go back into his classroom. 


The effectiveness of helpers was coded on a 5-point 
ordinal scale (reliabiliry=0.83, weighted kappa): 1= 
no helper present, 2=helper present but made no at- 
tempt to help or was oblivious to problem; 3=helper 
attempted to intervene but was ineffective; 4=helper 
provided partial relief, comfort, or protection; S= 
helper provided complete relief, recovery, or protec- 
tion. Helper effectiveness was rated only when there 
was illness or accidental or deliberate injury present in 
an Earliest Memories Test response. 

Finally, each memory was assigned a global score 
for affect tone by using a 5-point continuous scale de- 
vised by Westen and Barends (37) (reliability by un- 
corrected intraclass ccrrelation coefficient, 0.78; with 
Spearman-Brown correction, 0.88). The scale meas- 
ures the “affective quality of representations of people 
and relationships, or interpersonal expectancies por- 
trayed, from malevolent to benevolent”: 1=unambiv- 
alent, profound, overwhelming malevolent representa- 
tions; people are seen as randomly capricious and 
destructive; 2=hostile. empty, or capricious represen- 
tations but not profoundly malevolent and not over- 
whelming; people may be unpleasant but are not seen 
as threats to one’s existence; 3=a range of mixed rep- 
resentations with a mildly negative tone; people are 
seen as capable of caring and being cared for; 4=a 
range of mixed representations with a neutral or 
mildly positive tone; people are generally seen as being 
cared for and enjoying one another’s company; 5= 
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TABLE 1. Characteristics of Borderline and Depressed Patients 
and Normal Subjects in a Study of Earliest Memories 


Border- 
line Depressed Normal 
Patients Patients Subjects 
(N=29) (N=14) (N=15) 
Characteristic N % N % N %o 
Female sex 2379 9 64 9 60 
Caucasian race 26 90 14 100 15 100 
Married 4 14 9 64 6 40 
Divorced/separated 7 24 1 7 3 20 
Never married 18 62 4 29 6 40 
Report of childhood 
sexual abuse* 21 72 4 29 3 20 
Report of childhood | 
physical abuse 14 48 6 43 3 29 


‘Significant difference between groups (y7=13.76, df=2, p<0.01). 


predominantly positive, benign, and caring represen- 
tations; intimacy, love, and ‘loyalty can be generally 
expected. | 

For the Earliest Memories Test, injury responses 
were analyzed by chi-square 'and ratings of the effec- 
tiveness of helpers by analysis of variance (ANOVA). 
Affect tone scores were first analyzed as continuous 
data by ANOVA. The presence or absence of extreme 
malevolence was then treated as categorical and ana- 
lyzed by chi-square. To test for possible confounding 
data, we performed logistic regression and multiple 
regression analyses. 


RESULTS 


Table 1 shows the composition of the sample of 58 
subjects. Twenty-four (83%) of the 29 patients who 
were borderline patients according to the DIB met the 
DSM-III criteria for borderline personality disorder, 
and seven of the 24 also met the DSM-III criteria for 
schizotypal personality disorder. The subjects were 
predominantly female and Caucasian. The borderline 
patients were significantly younger (mean+SD age for 
borderline patients, 30.3+8.6. years; for depressed pa- 
tients, 41.849.5 years; for normal subjects, 37.1+ 
11.0 years; F=7.53, df=2, 55, p=0.001). The border- 
line patients also had a significantly lower average 
socioeconomic status (mean+SD for borderline pa- 
tients [N=26], 36.6+£13.2; for depressed patients [N= 
12], 47.3411.5; for normal subjects [N=13], 51.4+ 
9.0; F=7.70, df=2, 48, p=0.001). Borderline subjects 
reported significantly more childhood sexual abuse. 
The average age at onset of abuse was 6—8 years. Rates 
of reported physical abuse did not differ significantly 
among the three groups. 

Deliberate injury responses’ on the Earliest Memo- 
ries Test were significantly more frequent among sub- 
jects who reported histories of sexual abuse (table 2). 
Deliberate injury also discriminated borderline pa- 
tients who reported sexual abuse from those who did 
not. All subjects with test responses containing reports 
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TABLE 2. Relation Between Deliberate Injury in Four Earliest 
Memories? and Reports of Childhood Sexual Abuse in Borderline 
and Depressed Patients and Normal Subjects 


Injury 
in Early 
Memory 
Group Yes No Fisher’s p 
All subjects (N=58) 0.0001 
Abused (N=28) 11 17 
Nonabused (N=30) 0 30 
Borderline and depressed 
patients (N=43) 0.001 
Abused (N=235) 11 14 
Nonabused (N=18) 0 18 
Borderline patients only 
(N=29) 0.03 
Abused (N=21) 9 12 
Nonbused (N=8) 0 8 


"Earliest memory, next earliest memory, earliest memory of mother, 
and earliest memory of father. 


of deliberate injury also reported childhood sexual 
abuse. In a secondary analysis we found that accounts 
of sexual assault in the first four Earliest Memories 
Test responses occurred for only three subjects, all of 
them sexually abused borderline subjects. Of these 
three, two had not received a score for deliberate in- 
jury on the first four memories. 

To test for possible confounding data, we performed 
logistic regression analyses. Demographic differences 
were tested first by likelihood ratio chi-square to de- 
termine whether they had sufficient predictive power 
to warrant controlling for them. Only age predicted 
deliberate injury responses on the Earliest Memories 
Test (x7=5.07, df=1, p=0.02). Socioeconomic status 
did noz and was excluded. A model that included age, 
diagnosis, physical abuse, and sexual abuse was tested 
for predictive impact, with deliberate injury as the de- 
pendent variable. Each variable except age was re- 
moved from the model while the others were left in to 
obtain a likelihood ratio chi-square. When age was con- 
trolled, sexual abuse was a significant predictor of injury 
(x*=12.12, df=1, p=0.0005), whereas physical abuse 
eI, df=1, n.s.) and diagnosis (x7=2.68, df=2, 
n.s.) were not. Fifty-seven percent (N=33) of the sub- 
jects received the Earliest Memories Test before the 
Familial Experiences Interview; the order of adminis- 
tration of the instruments did not predict the frequency 
of injury responses on the Earliest Memories Test (x*= 
0.07, df=1, n.s.). 

The effectiveness of helpers was not associated with 
reported sexual abuse when all four types of memories 
were combined. Earliest and next earliest memories 
and earliest memory of father showed no significant 
between-group differences. For earliest memory of 
mother, however, the mean score on effectiveness of 
helper for the nonabused subjects was significantly 
higher {i.e., the person was seen as more helpful) than 
for the abused subjects when borderline and depressed 
subjects were combined (t=2.33, df=9, p=0.04). 
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TABLE 3. Relation Between Affect Tone of Four Earliest Memo- 
ries? and Reports of Childhood Sexual Abuse in Borderline and 
Depressed Patients and Normal Subjects 


Affect Tone 
Score Significance" 
Group Mean SD t df p 
All subjects (N=58) 2.75 54 0.01 
Abused (N=28) 2.76 0.98 
Nonabused (N=30} 3.27 6.44 
Borderline and depressed 
patients (N=43) 1.97 40 0.08 
Abused (N=25) 2.69 0.95 
Nonabused (N=18) 3.17 0.46 
Borderline patients only 
(N=29} 1.29 26 ns. 
Abused (N=21) 2.55 0.93 
Nonabused (N=8) 3.00 0.46 


*Earliest memory, next earliest memory, earliest memory of mother, 


„and earliest memory of father. 
bHigher score=more benevolent affect; scale of 1—5. 
“One-tailed, with Bonferroni correction. 


When the responses of borderline patients alone were 
examined, the mean scores were in the expected direc- 
tion (for the nonabused patients, 4.0; for the abused 
patients, 1.6+1.3), but the number of scorable mem- 
ories was small, and no statistical significance was 
found (t=1.63, df=4, n.s.}. 

Mean scores on affect tone were in the predicted 
order: abused subjects in all groups received lower 
mean scores (i.e., affect tone was more malevolent) 
than did nonabused subjects (table 3). However, a sta- 
tistically significant difference was attained only when 
all subjects were combined and compared. A multiple 
regression was performed to test sexual abuse and di- 
agnosis simultaneously, while controlling for phvsical 
abuse and demographic differences (age: t=2.01, df= 
56, p=0.05; socioeconomic status: t=2.36, df=49, 
p=0.02). Affect tone was the dependent variable. 
Physical abuse was not a significant predictor (t= 
— 1.40, df=47, n.s.), but sexual abuse remained a sig- 
nificant predictor of affect tone (t=—2.46, df=47, 
p=0.02), Diagnosis showed a trend toward predictive 
impact (F=3.00, df=2, 46, p=0.06). When diagnosis 
and sexual abuse were tested simultaneously, neither 
provided significant additional predictive information 
over the other. 

Scores of extreme malevolence (affect tone scale 
level 1) were analyzed categorically. Eight subjects (all 
of them borderline patients reporting sexual abuse) re- 
ceived extreme malevolence scores, yielding a signifi- 
cant difference between the abused and nonabused 
borderline patients (p=0.05, Fisher’s exact test) and 
between the abused and nonabused subjects when bor- 
derline and depressed patients were combined 
(p=0.007, Fisher’s exact test). 

We again performed a logistic regression, control- 
ling for socioeconomic status (y7=5.18, df=1, p= 
0.02) but not for age (y7=0.42, df=1, n.s. , We tested 
diagnosis, physical abuse. and sexual abuse as predic- 
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tors of malevolence. Sexual abuse was a significant 
predictor (y7=5.19, df=1, p<0.03), whereas diagnosis 
(x*=4.07, df=2, n.s.) and physical abuse (x7=2.33, 
df=1, n.s.) were not. | 


| 
1 
DISCUSSION | 
| 

Using early memories as|projective data for assessing 
object relations assumes jthat when subjects recon- 
struct memories from their multiple stored experi- 
ences, the incidents they retrieve reflect chronically ac- 
tivated ways of experiencing and representing the self, 
others, and relationships jthat inform daily interper- 
sonal functioning (20, 22). The chosen memories are 
believed to reflect cognitive and affective organization 
of past and present interpersonal experiences. This or- 
ganization then influences processing of information 
about people now, since current experiences are inter- 
preted in part on the basis of schemas shaped by past 
experiences, 

Given this assumption and certain methodological 
limitations of our study, our results illustrate the pos- 
sibility of linking childhood trauma not just to the 
borderline diagnosis but also to aspects of borderline 
object relations. Previous studies (26-29) suggest that 
borderline subjects can be|distinguished from various 
comparison groups on aa basis of the malevolent af- 
fect tone of relationships depicted in projective tests 
and self-report data. The present study’s finding of an 
association between reported childhood sexual abuse 
and projective portraval of injuries and malevolence 
supports the findings cf those studies and also suggests 
that some portion of borderline subjects’ malevolent 
object world may be linked more specifically to sexual 
abuse than to the borderline diagnosis. Further study 
of borderline subjects’ interpersonal difficulties with 
respect to trauma history may then be fruitful, and if 
so, future psychodynamic understanding of borderline 
object relations may need to take specific trauma his- 
tories into account. It is important to note that abuse 
probably occurs in the context of chaotic families that 
include impaired parents, who either abuse or are un- 
willing or unable to protect their children. Such par- 
ents are also unlikely to have been empathic caretakers 
during the preoedipal period of their children’s lives. 
However, taken together with other studies, this study 
offers further evidence that sexual abuse is linked to 
adult borderline personality disorder in specific ways. 

The presence of less effective helpers in only the ear- 
liest memory of mother ofthe subjects who reported 
sexual abuse must be viewed with caution because 
there were so few scorable memories. Nevertheless, 
this response to the ‘ ‘mother” prompt supports some 
literature on sexual abuse and incest, where the mother 
is a key figure in helping or failing to help the victim 
(38). | 

Three limitations of this study should be noted. 
First, the data on abuse were retrospective. While in- 
formants were not interviewed for all subjects, infor- 
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mants for 11 of the 21 abused borderline subjects were 
interviewed. In seven (64%) of these cases, the history 
of sexual abuse was confirmed, primarily by a mother 
or sibling. Although we cannot be sure that the other 
reported histories of sexual abuse are true, we believe 
most of the reports are valid. Herman and Schatzow 
(39) found that 74% of 53 wormen reporting sexual 
abuse were able to corroborate the abuse independent- 
ly; an additional 9% were found to have strongly sug- 
gestive evidence of probable abuse in family members’ 
statements. 

A second issue is that the data from the Earliest 
Memories Test may not be stable over time. Some 
studies suggest that earliest memories reflect stable as- 
pects of personality (24, 25); others indicate that de- 
pression influences the material presented in earliest 
memories (40, 41). However, depression alone would 
not account for more memories of injury in a group of 
patients with borderline personality disorder (the pre- 
dominant sexually abused group) than in a group of 
depressed patients. 

Another potential robie is that dependent and 
independent variables may be confounded, particu- 
larly with respect to the injury items in the Earliest 
Memories Test. We attempted to reduce this con- 
founding by eliminating accounts of sexual abuse from 
the scores for injury; we used logistic regression anal- 
yses to protect against the artifact of a double report of 
physical abuse on the Familial Experiences Interview - 
and the Earliest Memories Test. 

The results of this study’ suggest that clinicians 
should be aware of malevolent attributions and expec- 
tations of injury among sexually abused patients, and 
particularly among sexually abused borderline pa- 
tients. Such patients may expect abuse while also wish- 
ing for a benevolent “protector.” This wish may par- 
tially account for borderline subjects’ tendency to 
idealize people while simultaneously expecting these 
people ultimately to fail them. Further, their malevo- 
lent attributions and expectations may be allied with 
masochistic and self-defeating motivational patterns 
that have been shaped by the history of abuse and 
indifference (42). Thus, the patient may expect abuse, 
set herself up for it, and then find her worst fears con- 
firmed, either through repetition of the actual abuse or 
through construing as malevolent or injurious interac- 
tions that are not. 
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= The Face Validity of the DSM-III and DSM-III-R Criteria 


Sets for Borderline Personality Disorder 


Mary C. Zanarini, Ed.D., John G. Gunderson, M.D., Frances R. Frankenburg, M.D., 


Deborah L. Chauncey, A.B., and Joan H. Glutting, B.A. 


Objective: The main objective of this study was to determine the congruence between 
DSM-III and DSM-III-R diagnoses of borderline personality disorder derived through the use 
of semistructured research interviews or given by experienced clinicians after lengthy con- 
sultations with an interdisciplinary team. Method: The presence of the DSM-III and DSM- 
III-R criteria sets for borderline personality disorder was assessed in a study group of 253 
patients with personality disorders (148 inpatients and 105 outpatients) by raters who were 
blind to clinical diagnoses and who used information from two semistructured interviews of 
proven reliability. These diagnoses were then compared with “longitudinal expert all data” 
(LEAD) standard clinical diagnoses provided by therapists specifically asked to base their 
diagnoses cn DSM criteria. Results: Both criteria sets were found to be overinclusive when 
compared with the LEAD standard. Most criteria were also found to lack specificity. How- 
ever, the three DSM-IH-R criteria that are new or revisions of DSM-III criteria were found 
to be more specific, and raising the cutoff on the DSM-III-R criteria from five to six improved 
specificity. Conclusions: Both the DSM-III and DSM-III-R criteria sets for borderline per- 
sonality disorder as assessed by semistructured interview lack face validity because they are 
nonspecific when compared with a rigorous but representative clinical standard, and the 
results of studies using these criteria sets may prove misleading to researchers and clinicians 


because they seem to define a nonspecific type of serious character pathology. 


(Am J Psychiatry 1991; 148:870-874) 


S ince its introduction in 1980, the DSM-III criteria 
set for borderline personality disorder has become 
the standard for defining the disorder in most clinical 
settings. It has also bezn widely used in research stud- 
ies. A recent MEDLINE computer search indicated 
that more than 70 studies have used this criteria set to 
define their borderline subjects. In addition, the reli- 
ability of this criteria set has been tested extensively 
and been found to be adequate (1—3), and, in general, 
the studies of the diagnostic efficiency of this criteria 
set (4—8) have found that various combinations of two 
or three criteria are as efficient in diagnosing border- 
line personality disorder as the standard scoring algo- 
rithm of five out of eight criteria. The DSM-III criteria 
have been shown to define a syndrome whose validity 
has been supported by the results of studies concerning 
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the phenomenology, familial transmission, treatment 
response, and longitudinal course of the disorder ($). 

The face validity of the DSM-III and DSM-III-R 
criteria sets for borderline personality disorder has 
been tested in only two studies, however. In the first, 
Spitzer et al. (10) invited psychiatrists to apply draft 
DSM-III criteria for borderline personality disorder to 
their patients with a clinical diagnosis of borderline 
personality organization (N=234) and to their patients 
with a nonpsychotic diagnosis (N=808). At a cutoff of 
five, this criteria set achieved a sensitivity of 0.77 and 
a specificity of 0.82. In the second of these studies, 
Skodol et al. (unpublished 1988 paper) assessed the 
presence of DSM-III-R borderline personality disorder 
in a group of 30 inpatients with personality disorders 
using two research interviews—the Structured Clinical 
Interview for DSM-III-R Axis II Disorders (SCID-I) 
(11) and the Personality Disorder Examination (2). 
These findings were then compared with “longitudinal 
expert all data” (LEAD) standard clinical diagnoses 
(12), which indicated that 24 (80%) of these patienzs 
met the DSM-III-R criteria for borderline personality 
disorder. Both instruments achieved a sensitivity of 
0.71, the SCID-I achieved a specificity of 0.50, and the 
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Personality Disorder Examination achieved a specific- 
ity of 0.33. 

The study described in this paper assessed the con- 
ditional probabilities of both the DSM-III and DSM- 
III-R criteria sets for borderline personality disorder in 
a study group of 253 patients with a primary axis II 
clinical diagnosis. It incorporates the methodological 
advances of the study of Skodol et al. (i.e., indepen- 
dence of clinical and research diagnoses and use 
of semistructured interviews to assess the presence of 
diagnostic criteria) and uses a much larger study 
group of inpatients with personality disorders and out- 
patients from a broad spectrum of socioeconomic 
backgrounds. 


METHOD 


This study was part of a larger study of the phenom- 
enology of borderline personality disorder. The meth- 
odology of this study has been described elsewhere 
(13). Briefly, 253 patients participated: 148 inpatients 
at McLean Hospital in Belmont, Mass., and 105 out- 
patients in treatment at one of three community clinics 
affiliated with Massachusetts General Hospital. Each 
patient was initially screened to determine that he or 
she 1) was between the ages of 18 and 40 years, 2) had 
normal or better intelligence, 3) had no history or cur- 
rent symptoms of a serious organic condition or major 
psychotic disorder (i.e., schizophrenia or bipolar dis- 
order), 4) had not abused substances for at least 10 
days, and 5) had been given a definite or probable axis 
II diagnosis by the admitting physician or referring 
clinician. One of us (M.C.Z.), blind to the patient’s 
clinical diagnosis, obtained written informed consent 
from each subject and evaluated his or her axis II sta- 
tus by administering the following two research in- 
struments: 1) the Diagnostic Interview for Personality 
Disorders—a semistructured interview that reliably 
assesses the presence of the 11 axis II disorders de- 
scribed in DSM-III (3), and 2) the Revised Diagnostic 
Interview for Borderlines (DIB-R)—a semistructured 
interview that can reliably distinguish patients with 
clinically diagnosed borderline personality disorder 
from patients with other axis II disorders (14). 

Therapists provided the primary axis II diagnosis for 
each patient using a form that specifically asked the 
clinician to use DSM criteria in making his or her di- 
agnosis. In addition, these diagnoses were usually 
made after the patient had been in treatment for at 
least 2 months, allowing the therapist time to carefully 
assess the patient’s history, review all test results, and 
consult with an interdisciplinary team, which consisted 
of a psychiatrist, psychologist, social worker, nurse cli- 
nician, and occupational therapist. The presence of the 
DSM-III criteria for borderline personality disorder 
was assessed by using the appropriate section of the 
Diagnostic Interview for Personality Disorders. The 
presence of the three DSM-III-R criteria for borderline 
personality disorder that are new or revisions of DSM- 
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TABLE 1. Demographic Characteristics of Patients With Clinical 
Diagnoses of Borderline Personality Disarder and Other Personality 
Disorders 


Patients With Patients With 
Borderlire Personality Other Personality 
Disorder Disorders 

Characteristic (MN=97) (N=156) 
Mean 

Number 16 88 

Percent 16.5 56.4 
Women" 

Number 81 68 

Percent 83.5 43.6 
White 

Number 97 153 

Percent 700.0 98.1 
Ever married 

Number 42 61 

Percent 43.3 39.1 
Age (years) 

Mean 28.4 27.6 

SD 6.8 6.1 
Socioeconomic status? 

Mean 3.5 3.4 

SD 1.4 1.2 


“The group with borderline personality disorder had significantly 


more women (x7=37.7, df=1, p<0.0001). 
>1 =highest; 5=lowest. 


HI criteria was assessed by one of us (J.H.G.), whe was 
blind to all information concerning each patient, using 
abstracted information from the DIB-R. 


RESULTS 


Ninety-seven (38.3%) oZ the 253 patients received a 
primary clinical diagnosis of borderline personality 
disorder. The remaining 156 patients (61.7%) received 
the following primary cl:nical diagnoses: antisocial 
personality disorder, 45 patients (17.8% of the 253 
patients); avoidant personality disorder, 13 (5.1%); 
compulsive personality disorder, eight (3.2%); depen- 
dent personality disorder, 22 (8.7%); histrionic per- 
sonality disorder, seven (2.8%); narcissistic personal- 
ity disorder, 14 (5.5%); paranoid personality disorder, 
one (0.4%); passive-aggressive personality disorder, 
two (0.8%); schizoid personality disorder, three 
(1.2%); schizotypal personality disorder, one (0.4%); 
and mixed personality disorder, 40 (15.8%). 

As table 1 shows, the groups of subjects with clini- 
cally diagnosed borderline personality disorder and 
other personality disorders were very similar to each 
other in terms of age, race, marital status, and socio- 
economic status. However, a significantly higher per- 
centage of the patients with borderline personality dis- 
order than those with other personality disorders was 
female. 

Table 2 shows the conditior:al probabilities of the 
DSM-III and DSM-III-R criteria sets for borderline 
personality disorder. At the standard cutoff of five cri- 
teria, the sensitivity and negative predictive power of 
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TABLE 2. Conditional Probabilities of DSM-III and DSM-III-R Criteria Sets and Individual Criteria for Borderline Personality Disorder for 


253 Patients With Personality Disorders 


Criterion Sensitivity 
DSM-III criteria set 
Cutoff of five 0.90 
Cutoff of six 0.81 
Cutoff of seven 0.66 
DSM-IH-R criteria set 
Cutoff of five 0.86 
Cutoff of six 0.67 
Cutoff of seven 0.49 
Individual criteria 
Intense, inappropriate anger®> 0.90 
Affective instability®> 0.85 
Chronic boredom/emptiness*” 0.94 
Intense, unstable relatioaships* 0.90 
Intolerance of aloneness* 0.66 
Physically self-damagine acts? 0.66 
Other impulsivity?” 0.91 
Identity disturbance” 0.79 
Intense, unstable relationships” 0.54 
Abandonment fear” 0.60 
Physicially self-damaging acts” 0.59 


* DSM-III criterion. 
bDSM-II-R criterion. 


the DSM-III criteria set were very high but both spec- 
ificity and positive predictive power were very low: 
more than half of our patients given a nonborderline 
clinical diagnosis met the DSM-III criteria for border- 
line personality disorder as assessed by our research 
interviews. The conditional probabilities of the DSM- 
ITI-R criteria set were modestly better at this cutoff: 
17% fewer of the patients given a nonborderline clin- 
ical diagnosis met the DSM-III-R criteria for border- 
line personality disorder than met the DSM-III criteria 
for borderline personality disorder. As expected, the 
sensitivity and negative predictive power of both cri- 
teria sets decreased and their specificity and positive 
predictive power increased as the cutoff point was 
raised. Overall, the cutoff of seven had the best condi- 
tional probabilities for the DSM-III criteria set, and 
the cutoff of six was best for the DSM-III-R criteria 
set. However, in both cases, a quarter of our patients 
given a nonborderline clinical diagnosis were still rated 
as meeting borderline criteria and a third of our pa- 
tients with a clinical diagnosis of borderline personal- 
ity disorder were ratec as no longer meeting criteria for 
the borderline personality disorder. 

Table 2 also shows the conditional probabilities of 
the individual DSM-HI and DSM-III-R criteria for 
borderline personality disorder. As can be seen, five of 
the DSM-III criteria had high sensitivity and negative 
predictive power and low specificity and positive pre- 
dictive power—all three of the affective criteria, one of 
the interpersonal criteria (intense, unstable relation- 
ships), and one of the criteria assessing impulsivity 
(other impulsivity). The other three criteria—intoler- 
ance of aloneness, physically seli-damaging acts, and 
identity disturbance—were less sensitive but more spe- 
cific. However, their positive and negative predictive 
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Positive Negative 
Specificity Predictive Power Predictive Power 
0.41 0.49 0.87 
0.60 0.56 0.84 
0.75 0.62 0.78 
0.58 0.56 0.87 
0.76 0.64 0.79 
0.87 0.71 0.74 
0.28 0.44 0.81 
0.32 0.44 0.77 
0.21 0.43 0.85 
0.39 0.48 0.86 
0.47 0.44 0.69 
0.63 0.52 0.75 
0.26 0.43 0.82 
0.44 0.47 0.78 
0.70 0.53 | 0.71 
0.71 0.56 ` 0.74 
0.83 0.69 0.76 


power were about the same as those of the other five, 
less specific DSM-III criteria. 

All three of the new or revised DSM-III-R criteria— 
frantic efforts to avoid abandonment, which replaced 
intolerance of aloneness, and more restrictive versions 
of intense, unstable relationships and physically self- 
damaging acts—were less sensitive but more specific 
than the DSM-III criteria for borderline personality 
disorder. In addition, their positive predictive power 
tended to be somewhat higher and their negative pre- 
dictive power tended to be somewhat lower. 

Table 3 shows the number of patients with various 
types of nonborderline clinical diagnoses who met the 
DSM-III and DSM-III-R criteria for borderline per- 
sonality disorder as assessed by our diagnostic inter- 
views. All told, 92 (59%) of the 156 patients met the 
DSM-III criteria for borderline personality disorder as 
assessed by these interviews, including more than half 
of the patients who received a clinical diagnosis in the 


- dramatic, anxious, or odd cluster. In addition, almost 


75% of the patients given a clinical diagnosis of anti- 
social personality disorder and about half of thase 
given a clinical diagnosis of mixed personality disorder 
met the DSM-III criteria for borderline personality dis- 
order. In two-thirds of the diagnostic categories stud- 
ied, fewer patients met the DSM-III-R criteria than 
met the DSM-III criteria for borderline personality dis- 
order. However, only four of these comparisons met 
the Bonferroni corrected probability level of ps0. 002: 
any type of nonborderline clinical diagnosis (y7=55.3, 
df=1, p=0.0001), a nonborderline dramatic cluster 
clinical diagnosis (x7=15.0, df= 1, p=0.0001), an an- 
tisocial clinical diagnosis (x2 =9.8, df=1, p= =0. 002), 
and an anxious cluster clinical diagnosis (x*=25.7, 
df=1, p=0.0001). 
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TABLE 3. Patients With Clinical Diagnoses of Nonborderline Per- 
sonality Disorders Who Met DSM-II! and DSM-III-R Criteria for 
Borderline Personality as Assessed by Semistructured Interview 


p f : DSM-IH DSM-III-R 
ersonaliry Times ————— re 
Disorder Diagnosed N %o N Yo 
Dramatic cluster 66 45 68 34 52 
Antisocial 45 33 73 23 51 
Histricnic 7 4 57 4 57 
Narcissistic 14 8 57 7 50 
Anxious cluster 45 25 56 20 44 
Avoidant 13 7 54 7 54 
Compulsive 8 5 63 3 38 
Dependent 22 13 59 10 45 
Passive-aggressive 2 0 — 0 _ 
Odd cluster 5 3 60 2 40 
Paranoid 1 1 100 1 100 
Schizoid 3 1 33 0 — 
Schizorypal 1 1 100 1 100 
Mixed 40 19 48 10 25 
Any of above 156 92 59 66 42 
DISCUSSION 


We found that the DSM-III criteria set had excellent 
sensitivity and negative predictive power but poor 
specificity and positive predictive power in diagnosing 
borderline personality disorder. The DSM-III-R crite- 
ria set had modestly better specificity and positive pre- 
dictive power without substantially lowering sensitiv- 
ity and negative predictive power. In both cases, 
raising the cutoff substantially increased specificity and 
positive predictive power but substantially decreased 
sensitivity and negative predictive power. 

One might argue that this lack of correspondence 
with clinical diagnoses is unimportant because clinical 
diagnoses themselves are highly unreliable and of un- 
proven validity. However, they have traditionally been 
the standard against which official diagnostic criteria 
sets are compared. Certainly, this was the intent when 
the DSM-III criteria were written. One might also ar- 
gue that our results are due to psychometric limitations 
of the Diagnostic Interview for Personality Disorders. 
However, both the interrater and test-retest reliability 
of this instrument have been tested extensively and 
found to be adequate (3). In addition, our DSM-III-R 
specificity results (0.58) are somewhat better than 
those obtained by Skodol et al. (unpublished 1988 pa- 
per), who used two other well-regarded semistructured 
interviews in a study group of axis II inpatients—the 
SCID-II (0.50) and the Personality Disorder Examina- 
tion (C.33). However, Spitzer et al. (10) found a much 
higher degree of specificity for the DSM-III criteria set 
for borderline personality disorder (0.82) than we did 
(0.41). This discrepancy is not surprising for two rea- 
sons. First, Spitzer et al. were comparing borderline 
patients to a general group of nonpsychotic patients, 
but we were comparing borderline patients with those 
with other forms of serious character pathology. Sec- 
ond, our clinical and research diagnoses were inde- 
pendently determined, but the clinicians in the study of 
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Spitzer et al. not only provided the clinical diagnoses 
but also rated the presence of the draft criteria for 
borderline personality disorder. 

One might also argue that the differences that we 
found in our study between clinical diagnoses and 
those obtained by using information from semistruc- 
tured interviews were due to the different method- 
ologies employed. However, we obtained better con- 
ditional probabilities between clinical diagnoses and 
DIB-R diagnoses of borderline personality disorder in 
the same series of patients (14) (sensitivity=0.82, spec- 
ificity=0.80, positive predictive power=0.74, negative 
predictive power=0.87), a finding which suggests that 
the criteria set used to define a study group has impor- 
tance in itself. 

The specificity rates that we found for most of the 
DSM-III criteria for borderline personality disorder 
were also somewhat lower than those found in previ- 
ous studies that have assessed the diagnostic efficiency 
of these eight criteria (4—81. This discrepancy seems to 
be due to differences in study design. Although our 
study compared research assessments of the DSM-III 
and DSM-III-R criteria for borderline personality dis- 
order with a rigorous but representative clinical stand- 
ard, most of the diagnostic efficiency studies (4—6) used 
their research-based diagnoses of DSM-III borderline 
personality disorder as the standard against which the 
psychometric properties of the specific criteria were 
measured. This design is circular in nature and as- 
sumes a priori the overall validity of the borderline 
personality disorder diagnosis as defined by DSM-III. 

Taken together, the results of this study suggest that 
the diagnostic process used by experienced clinicians is 
not captured well by our current polythetic algorithms 
for borderline personality disorder. Our experience 
suggests that clinicians do not derive a DSM borderline 
diagnosis simply by adding up criteria. Rather, they 
synthesize the information they have about the patient, 
taking into account such factors as the severity, chro- 
nicity, and clustering of symptoms exhibited by a par- 
ticular patient in a particular social context. As a re- 
sult, the clinicians in our study did not give the 
borderline diagnosis to every affectively labile, impul- 
sive, interpersonally difficult patient in their care. 
However, both the DSM-III and DSM-III-R criteria 
sets for borderline personality disorder as assessed by 
semistructured interviews seem to encompass a “non- 
specific” type of severe character pathology akin to 
Kernberg’s concept of borderline personality organiza- 
tion (15). This problem is highlighted when the criteria 
sets are used in a study group composed exclusively of 
seriously disturbed axis II patients. The DSM-IV Axis 
Il Work Group of APA is currently considering a num- 
ber of changes to the DSM-III-R criteria set for bor- 
derline personality disorder. The results of our study 
suggest that raising the cutoff from five to six criteria 
would substantially improve the specificity of the 
DSM-III-R criteria set for borderline personality dis- 
order. Our results also suggest that three criteria are 
more specific than others, and one migat argue that 
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these criteria should receive more weight than the 
other five, less specific criteria. Given the lack of spec- 
ificity of the DSM-III-R criteria set shown here, some 
type of change seems necessary, or the results of stud- 
ies using these criteria to define their borderline study 
groups may prove misleading to other researchers and 
clinicians alike. 


CONCLUSIONS 


Both the DSM-III and DSM-III-R criteria sets for 
borderline personality disorder as assessed by research 
interviews were found to be overinclusive when com- 
pared with a rigorous but representative clinical stand- 
ard in a study group of patients with personality dis- 
orders. Establishing the face validity of these criteria 
sets should probably have been the first step in defining 
borderline personality disorder as a psychiatric disor- 
der. However, the influence of DSM-III and DSM- 
III-R is so pervasive that this vital step in the valida- 
tion process seems to have been bypassed as studies 
involving external velidators have already been con- 
ducted. An essential next step, then, is to determine 
whether a criteria set with greater face validity can 
sustain or, one hopes, strengthen the relationship with 
such validators. The results of this study both support 
the need for future criteria sets for borderline person- 
ality disorder to reflect informed clinical usage and 
suggest ways that such face validity can be enhanced. 
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Results of a Survey of Forensic Psychiatrists on the 
Validity of the Sadistic Personality Disorder Diagnosis 


Robert L. Spitzer, M.D., Susan Feister, M.D., 
Martha Gay, M.D., and Bruce Pfohl, M.D. 


Objective: The purpose of this study was to determine how often forensic psychiatrists 
evaluated individuals with sadistic personality disorder; their views about the usefulness of 
the diagnosis; the frequency of certain childhood factors; and the sensitivity and specificity 
of the individual diagnostic criteria. Method: A questionnaire to be answered anonymously 
was sent to all of the 1,390 members of the American Academy of Psychiatry and the Law. 
Two hundred seventy-nine usable questionnaires were returned for data analysis. Results: 
Approximately 50% of the respondents had, at some time, evaluated in a forensic setting a 
subject who exhibited behavior that met the criteria for the disorder. Four percent of the 
cases seen in the preceding year by those respondents who had ever seen a case would have 
met the criteria for the disorder. Most of the forensic psychiatrists who had experience with 
the disorder believed that the diagnosis is useful for a variety of clinical and forensic pur- 
poses, but most also believed that the category has significant potential for being misused in 
legal settings. Almost all cases described by the respondents involved male patients, and there 
was frequently a history of childhood abuse and parental loss. The diagnostic criteria in these 
cases had high sensitivity and specificity. Conclusions: In forensic settings the diagnosis of 
sadistic personality disorder is probably not rare. The results of this study suggest that the 
diagnosis has both descriptive and construct validity and that further stua’y of the disorder 


with the DSM-III-R diagnostic criteria is needed. 


(Am J Psychiatry 1991; 148:875-879) 


D uring the development of DSM-III-R, psychia- 
trists who evaluated patients in forensic settings 
suggested the need for a diagnosis of sadistic person- 
ality disorder to describe individuals who demon- 
strated a long-standing maladaptive pattern of cruel, 
demeaning, and aggressive behavior toward others but 
whose personality disturbance was not adequately de- 
scribed by any of the existing DSM-III personality dis- 
orders. A category called sadistic personality disorder, 
with a draft text and eight diagnostic criteria, was sub- 
sequently developed. 

Despite objections to the inclusion of the disorder in 
DSM-III-R, it was eventually included in an appendix 
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to the manual called Proposed Diagnostic Categories 
Needing Further Study. Since the publication of DSM- 
HI-R in 1987, however, there has been little systematic 
study of the DSM-III-R concept of the disorder. Gay 
and Feister (1), over a period of 71⁄2 years, intensively 
studied 235 consecutive adults accused of child abuse. 
Most of the clinical interviews lasted about 10 hours. 
They found that 5% (N=12) of these subjects met the 
DSM-III-R criteria for sadistic personality disorder. 
Two-thirds of the cases involved men. For the cases 
classified as “severe child abuse,” 10% met the critezia 
for the disorder, Of the 12 adults with sadistic person- 
ality disorder, only two received another DSM-III-R 
personality disorder diagnosis (narcissistic and antiso- 
cial). Nine subjects reported histories of childhood 
physical abuse, often associated with sexual or emo- 
tional abuse or neglect. A surprising finding, consistent 
with psychoanalytic notions of the importance of ob- 
ject loss in the development of the disorder (2—6), was 
the large number of cases (N=8) in which there was a 
history of early loss of a parent or sibling by death or 
separation. 

There were four main purposes of the current study. 
The first was to survey a large number of forensic psy- 
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chiatrists to gather data about how often, in a forensic 
setting, they evaluated individuals with sadistic per- 
sonality disorder. The second was to collect informa- 
tion on the views of forensic psychiatrists who had had 
some experience with the diagnosis about its potential 
usefulness in a variety of circumstances. The third pur- 
pose was to obtain data on a large number of persons 
with sadistic personality disorder, which could then be 
used to examine diagnostic overlap and the frequency 
of histories of various forms of abuse and childhood 
parental loss or absence. The fourth purpose was to 
determine the sensitivity of the DSM-III-R diagnostic 
criteria (the frequency of the individual criteria in cases 
of the disorder). The specificity of the criteria (the 
frequency of the absence of the criteria in noncases) 
could be determined by examining a suitable compar- 
ison group of patients who did not have the disorder or 
had a related disorder, such as antisocial personality 
disorder. 


METHOD 


In July 1989 a questionnaire to be answered anon- 
ymously was sent to all of the 1,390 members of the 
American Academy of Psychiatry and the Law, the 
primary professional organization for psychiatrists 
who have an interest in or engage in the legal aspects of 
psychiatric practice. The questionnaire was accompa- 
nied by a cover letter signed by the president of the 
organization. The letter explained the need for obtain- 
ing information about the potential value of the 
diagnosis of sadistic personality disorder in forensic 
settings. Respondents were urged to return the ques- 
tionnaire to the first author of this article “even if you 
believe that the diagnosis of sadistic personality disor- 
der is of no value (or even harmful). It is important 
that the results of this survey, insofar as possible, rep- 
resent the membership of the American Academy of 
Psychiatry and the Law; this will not occur if those 
who are indifferent or oppose this category do not 
participate.” 


RESULTS 


Two hundred seventy-nine usable questionnaires 
were returned for data analysis. The return rate (20%) 
is roughly comparable to that obtained in a similar 
study of the DSM-III criteria for borderline and 
schizotypal personality disorders (7) and to those ob- 
tained in other surveys of psychiatrists (8, 9). 

The mean+SD age of the respondents was 51+12 
years (median=50 years}. Eighty-nine percent (N= 
241) of them were male. (Throughout this article, the 
percentages reported are based on the number among 
the 279 respondents who answered each question— 
excluding instances of missing data and responses of 

“uncertain”—which varied considerably from ques- 
tion to question.) The mean number of years of pro- 
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fessional experience after residency was 19 (medien=- 
18). Forty-nine percent (N=136) of the respondents 
noted their primary professional activity as clinical, 
40% (N=109) as forensic, and the small remainder as 
administrative (6%, N= 17), teaching (3 %, N=9), or 
research (1%, N=3). 

The mean number of patients personally evaluated 
by the respondents in a forensic setting in the preced- 
ing year was 108. The median number was only 50, 
because some respondents ‘had evaluated extremely 
large numbers of patients (28% had 100 or more). The 
respondents who identified their primary professional 
activity as forensic had evaluated, on average, a larger 
number of patients (194 versus 47; t=8.29, df=260, 
p<0.001). 

In order to determine how many respondents aad 
evaluated a patient with sadistic personality disorder 
in a forensic setting, the questionnaire asked the fol- 
lowing: “Have you ever personally evaluated, in a fo- 
rensic setting, an individual 'who demonstrated a per- 
vasive pattern of cruel, demeaning, and aggressive 
behavior that meets the criteria for sadistic personality 
disorder above?” (the criteria from the DSM-III-R ap- 
pendix). Fifty-two percent (N=141) of the respond- 
ents answered yes. Compared to all of the other re- 
spondents, the respondents who had identified their 
primary professional activity as forensic included a sig- 
nificantly larger proportion who answered yes (63%, 
N=67, versus 44%, N= = =9.16, df=1, p<0.001, 
with Yates? correction). 

The respondents who had ever evaluated a patient 
with sadistic personality disorder were then asked: 
“Approximately how many individuals whose person- 
ality met the criteria for sadistic personality disorder 
have you personally evaluated in a forensic setting in 
the last year?” This group of 141 respondents had 
personally evaluated, on average, six individuals with 
sadistic personality disorder, which was approxi- 
mately 4% of all of the evaluations they had done in 
the preceding year in a forensic setting. Thus, among 
respondents who had ever evaluated an individual 
with sadistic personality disorder in a forensic setting, 
in the preceding year approximately one in 25 evalu- 
ations would have resulted in the diagnosis if it had 
been available. (If respondents who had never seen a 
case of sadistic personality disorder are included, ap- 
proximately one in 40 of all of the forensic evaluations 
done in the preceding year would have resulted in a 
diagnosis of the disorder.) 

Ninety-seven percent (N=763) of the 787 individu- 
als with sadistic personality disorder evaluated in the 
preceding year were male. Thirty-seven percent (N= 
254) also had narcissistic personality disorder, and 
75% (N=540) also had antisocial personality disorder 
(the only other personality disorders inquired about). 
Thus, although comorbidity of sadistic personality dis- 
order with antisocial and narcissistic personality dis- 
orders was high (particularly so with antisocial per- 
sonality disorder), a substantial proportion of the 
patients with sadistic personality disorder did not meet 
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_ the criteria for either of these other personality disor- 
ders. For individuals whose pattern of behavior met 
- the criteria for both sadistic and antisocial personality 
disorders, 73% (N=93) of the respondents thought it 
would be useful to note both diagnoses. Respondents 
were encouraged to comment on how they thought 
this would be useful. The most frequent comment was 
that the diagnosis of sadistic personality disorder indi- 
cated specific features that were usually not present in 
antisocial personality disorder alone. 

The 141 respondents who had at some time evalu- 
ated individuals with sadistic personality disorder were 
asked to note potential uses of the diagnosis. Only 
18% (N=25) indicated that the diagnosis of sadistic 
personality disorder was “not useful for any particular 
purpose.” The other respondents felt that the diagnosis 
was useful for the following purposes: describing the 
individual’s pattern of behavior (74%, N=104), pre- 
dicting the individual’s likely future pattern of behav- 
ior (63%, N=89), providing the court with informa- 
tion that would be relevant in sentencing (59%, N=83), 
making treatment or management decisions (54%, 
N=76), and evaluating a parent’s fitness for custody 
(54%, N=76). Only 12% (N=17) noted its use as a 
psychiatric defense in mitigating responsibility for a 
crime. Thus, a large proportion of the respondents 
who had at some time evaluated individuals with the 
diagnosis believed that it has value for several clinical 
and forensic purposes. 

The questionnaire asked all respondents (whether or 
not they had ever evaluated an individual with sadistic 
personality disorder) if they were familiar with in- 
stances in which the diagnosis. of sadistic personality 
disorder had been misused (e.g., to excuse criminal 
responsibility). Of the 279 respondents, only 1% (N=3) 
said yes. This extremely low proportion is perhaps 
merely a reflection of the fact that since the diagnosis is 
not an official category, it has hardly ever been used. 
However, 66% (N=176) of the respondents believed 
that if sadistic personality disorder became an official 
DSM-IV diagnosis, it would have considerable poten- 
tial for being misused in either forensic or clinical set- 
tings. The most frequent comment written in on the 
questionnaire was that it would be misused to mitigate 
criminal responsibility, especially in child or spouse 
abuse cases. As one eloquent respondent noted, “The 
medicalization of evil deeds becomes an avenue of ex- 
cuses.” Some respondents expressed concern that the 
diagnosis would be used to stigmatize the individual 
and that it might lead to abuse of incarcerated persons 
by correctional personnel. 

Finally, all respondents were asked, on the basis of 
their experience and understanding of the concept of 
sadistic personality disorder, how valuable the cate- 
gory is for possible inclusion in DSM-IV. Four re- 
sponse categories were provided, Twenty-nine percent 
(N=81) of the 279 respondents chose “‘of no or limited 
value and likely to be abused if included in DSM-IV.” 
Sixteen percent (N=44) chose “perhaps useful, but in- 
adequate data to justify its inclusion in DSM-IV.” For- 
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ty-four percent (N=122) chose “useful, but should 
only be included in DSM-IV if there is research or 
clinical data demonstrating its utility (validity) as a 
diagnosis that is distinct from other personality disor- 
ders, such as antisocial personality disorcer.” Eleven 
percent (N=30) chose “very useful and should be in- 
cluded in DSM-IV.” 

Judgments about the potential value of sadistic per- 
sonality disorder for inclusion in DSM-IV were unre- 
lated to the sex of the respondent, to whether or not 
the respondent had ever evaluated an individual with 
the diagnosis, to whether cr not the respondent’s pri- 
mary professional activity was forensic, to the number 
of forensic evaluations done in the preceding year, to 
the number of cases of sadistic personality disorder 
seen, or to the number of years of professional expe- 
rience after residency. The only variable that was re- 
lated to judgments about the value of the ciagnosis for 
possible inclusion in DSM-IV was whether or not the 
respondent filled out a questionnaire about an actual 
case that he or she had seen. Whereas 43% (N=70) of 
the 166 respondents who did not describe a case be- 
lieved that the diagnosis might be useful for inclusion 
in DSM-IV, 73% (N=82) of the 113 respondents who 
did describe a case believed that the diagnesis might be 
useful (y7=22.94, df=1, p<0.001). 

One hundred thirteen (80%) of the 141 respondents 
who had at any time evaluated a patient with what 
they believed to be sadistic personality disorder com- 
pleted the part of the questionnaire that asked about 
the most recent patient for whom the respondent be- 
lieved the diagnosis was appropriate. (Respondents 
were specifically instructed not to include cases in 
which the sadistic behavior had been directed toward 
only one person or had been solely for the purpose of 
sexual arousal, as in sexual sadism.) 

The mean+SD age of the patients in these 113 cases 
was 35+10 vears). All but one (99%, N=111 of 112) 
were male. The distribution of social classes was 5% 
(N=6) upper, 41% (N=46) middle, and 54% (N=61) 
lower. Seventy-nine percent (N=89) were white, 14% 
(N=16) black, 6% (N=7} Hispanic, and 1% (N=1) 
other. Most of the patients were evaluated in a jail, in a 
forensic unit of a hospital, or as part of some other court- 
ordered evaluation, such as a custody evaluation. 

A childhood history of emotional abuse (one or both 
parental figures being repeatedly hostile, demeaning, 
or neglecting) was noted for 90% (N=87) of these 
patients, physical abuse (multiple incidents resulting 
in bruises or permanent injury) for 76% (N=74), mul- 
tiple losses (death of or abandonment by parental 
figures) for 52% (N=48), and sexual abuse for 41% 
(N=30). 

Sixty-seven percent (N=72) of these 113 patients 
also had antisocial personality disorder, and 47% (N= 
50) also had narcissistic personality disorder (the only 
other personality disorders inquired about). Twenty 
percent (N=21) had neither. Twenty-seven percent 
(N=28) also had major depression or dysthymia, and 
61% (N=66) also had psychoactive substance abuse 
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SADISTIC PERSONALITY DISORDER 


TABLE 1. Sensitivity and Specificity of Proposed Diagnostic Criteria for Sadistic Personality Disorder in DSM-III-R 


Sensitivity Specificity 

Criterion l (N=113)7 (N=72)° 
1. Has used physical cruelty or violence for the purpose of establishing dominance in a relationship (not 

merely to achieve some noninterpersonal goal, such as striking someone in order to rob him or her) | 0.89 0.99 
2, Humiliates or demeans people in the presence of others 0.85 0.96 
3. Has treated or disciplined someone under his or her control unusually harshly, e.g., a child, student, pris- 

oner, or patient 0.71 0.96 
4, Is amused by, or takes pleasure in, the psychological or physical suffering of others (including animals) 0.81 0.97 
5. Has lied for the purpose of harming or inflicting pain cn others (not merely to achieve some other goal) 0.65 0.99 
6. Gets other people to do what he or she wants by frightening them (through intimidation or even terror) 0.94 0.97 
7. Restricts the autonomy of people with whom he or she has a close relationship, e.g., will not let PORE 

leave the house unaccampanied or permit teen-age daughter to attend social functions 0.75 0.97 
8. Is fascinated by violence, weapons, martial arts, injury, or torture i , 0.75 0.93 


“Frequency of the item per 100 cases of sadistic personality disorder, based on data from 113 patients. 


100 minus the frequency of the item, divided by 100, in 72 comparison cases. 


or dependence (the only other axis I disorders inquired 
about). 

Table 1 presents the sensitivity of each of the sadistic 
personality disorder criteria for the entire group. The 
specificity of each item is also shown for a comparison 
group of 72 inpatients and outpatients without psy- 
chotic or organic disorders who had a variety of axis I 
(100%) and axis II (64%) disorders. They did not have 
the diagnosis of sadistic personality disorder but were 
evaluated on the diagnostic criteria for it by using the 
DSM-III-R version of the Structured Interview for 
DSM-III Personality Disorders (10). Only two of these 
patients had antisocial personality disorder. 


DISCUSSION 


There are several limitations to this study. First, al- 
though efforts were made to encourage an unbiased 
sample of respondents who felt positively as well as 
negatively toward the diagnostic category, it is cer- 
tainly possible that either group may have been overly 
represented in the 20% of the members who returned 
completed questionnaires. Second, the study was ret- 
rospective and relied on respondents’ recollections of 
cases seen in the preceding year. Despite these limita- 
tions, the results support the possible usefulness of the 
diagnosis. 

Although we chose a sample that would maximize 
the number of possidle cases of sadistic personality 
disorder, we nevertheless were surprised by the rela- 
tively high prevalence of the disorder: approximately 
one in 40 of all individuals evaluated in a forensic 
setting in the preced:ng year bv the entire group of 
respondents, and one in 25 of all individuals evaluated 
by respondents who had at some time evaluated indi- 
viduals with the disorder. Thus, although the disorder 
is undoubtedly rare in most clinical settings, in a vari- 
ety of forensic settings it may not be rare. It should be 
noted that in other branches of medicine, well-recog- 
nized disorders are often extremely rare. Similarly, sev- 
eral well-recognized mental disorders, such as facti- 
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tious disorders and psychogenic fugue, are extremely 
rare in general psychiatric settings. 

There was an overwhelming predominance of male 
patients diagnosed as having sadistic personality dis- 
order: 97% in the overall group of 787 cases diag- 
nosed in the preceding year and 99% of the individual 
cases described. This is consistent with the theoretical 
and clinical literature. | 

The results indicate that although many patients 
with sadistic personality disorder also meet the criteria 
for antisocial ‘or narcissistic personality disorder, a 
large proportion do not have either of these ene rs 
diagnoses. It is likely that in the community, as con- 
trasted with this forensic sample, the comorbidity with 
antisocial personality disorder would be lower. 

Of the respondents who had experience with the 
diagnosis of sadistic personality disorder, the great ma- 
jority felt that the diagnosis had potential usefulness 
for one or more purposes. These included clinical pur- 
poses, such as describing the individual’s pattern of 
behavior and making treatment and management deci- 
sions, as well as forensic purposes, such as predicting 
future patterns of behavior, providing the court with 
information relevant to sentencing, and evaluating fit- 
ness for custody. However, an almost equally la-ge 
proportion believed that if the diagnosis were to be- 
come an official DSM-IV diagnosis, it would have a 
significant potential for misuse. 

Regarding the value of the diagnosis for DSM-IV, 
there was a wide range of views, with more respond- 
ents having a clearly negative view than a clearly pos- 
itive one. Only 11% believed that there was now suf- 
ficient evidence of the validity of the category to justify 
its inclusion in DSM-IV. A major concern of the re- 
spondents, despite the majority view that the diagncsis 
has some usefulness for a variety of clinical and foren- 
sic purposes, was that, in the legal system, as an official 
diagnosis it could be used inappropriately to mitigate 
criminal responsibility. One solution to this problem 
would be to have specific laws precluding the use of 
the diagnosis for this purpose, as has been done in sev- 
eral states for the diagnosis of antisocial personality 
disorder. 
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The diagnostic criteria had extremely high sensitiv- 
ity and, when a heterogeneous group of patients with 
axis | and axis II disorders was used as a comparison 
group, extremely high specificity. Thus, the criteria 
have remarkably high validity in describing a person- 
ality pattern. However, the specificity of the criteria for 
a group of subjects with antisocial personality disorder 
(the most appropriate comparison group) or for a 
mixed group of forensic cases (another appropriate 
comparison group) is not known. 

The high frequency of histories of emotional, phys- 
ical, and sexual abuse found in the group of cases de- 
scribed by the clinicians is consistent with results re- 
ported by Gay and Feister (1) in a much smaller group. 
This high frequency contrasts with the prevalence of 
such abuse in the general population (11-15) and is 
consistent with several studies showing the intergener- 
ational transmission of violence. For example, Herren- 
kohl et al. (16) found that 47% of adults abused as 
children in turn abused their children, and that 56% of 
adults who abused their children reported having been 
abused themselves when they were children. A recent 
study of childhood trauma in patients with borderline 
personality disorder (17) reported a similarly high rate 
of physical abuse (71%). 

In the present study, 52% of the patients with sa- 
distic personality disorder reported parental death or 
abandonment in early childhood, a proportion com- 
parable to that reported by Gay and Feister (1) in their 
small group and much higher than has been reported 
in the general community (18—20). 


CONCLUSIONS 


The possibility that there is a distinctive childhood 
history (involving abuse and parental loss) in sadistic 
personality disorder and the suggestion that the disor- 
der describes a distinctive pattern of behavior which 
does nct overlap completely with antisocial personal- 
ity disorder indicate that the criteria may indeed define 
a valid disorder that needs further study. 

The DSM-III-R criteria for sadistic personality dis- 
order are a tool for identifying individuals who exhibit 
a pervasive pattern of behavior that not only repre- 
sents a disability for the perpetrator but, by definition, 
leads to pain and suffering in others. More empirical 
data are needed to verify whether this pattern of be- 
havior defines a relatively homogeneous disorder with 
a distinctive set of determinants, natural history, and 
response to intervention. If so, the diagnostic criteria 
can play an important role in directing the attention of 
clinicians, social service agencies, and mental health 
researchers to a problem requiring intervention and 
study. 
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The criteria for antisocial personality disorder have 
been a necessary prerequisite for empirical studies of 
possible etiologic factors and treatment for that disor- 
der. The preliminary findings reported here suggest 
that the DSM-III-R criteria for sadistic personality dis- 
order may be able to play a similar role. If there is nct 
continued study of the treatment of this disorder, the 
generally poor prognosis of individuals with this con- 
dition is not likely to improve, and they and the per- 
sons they victimize will continue to suffer. 
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Declining Frequency of Neuroleptic Malignant Syndrome 


in a Hospital Population 


Paul E. Keck, Jr., M.D., Harrison G. Pope, Jr., M.D., and Susan L. McElroy, M.D. 


Objective: The authors investigated trends in the frequency of neuroleptic malignant 
syndrome at their center over a period of 8 years and assessed possible reasons for these 
trends. Method: They used previously defined operational criteria in conducting a prospec- 
tive survey of cases of the syndrome among 2,695 neuroleptic-treated patients from Oct. 1, 
1986, to Aug. 31, 1990. The frequency of neuroleptic malignant syndrome during this period 
was then compared with the frequency in a comparable period prior to October 1986. The 
investigators also assessed changes between the two periods in risk factors associated with 
the syndrome, including patients’ mean age, sex ratio, diagnoses, and severity of illness; 
neuroleptic dosage, potency, and route of administration; concomitant use of lithium; and 
degree of agitation. Results: Four cases of neuroleptic malignant syndrome were diagnosed 
during the more recent 47-month survey period, yielding a frequency of 0.15%+0.05%. 
This represents a significant decline in the frequency of the syndrome from the estimate of 
1.10% +0.40% for the earlier survey period. Significantly fewer patients in the recent period 
had received intramuscular doses of neuroleptics. Conclusions: The frequency of neuroleptic 
malignant syndrome has declined significantly at this center. The decline appears to be 
attributable to increasing clinical awareness of the features of the syndrome, allowing early 
intervention and treatment, and to a reduction in risk factors, such as use of intramuscular 


neuroleptics. 
(Am J Psychiatry 1991; 148:880—882) 


leven reports, to our knowledge (1), have pro- 
vided estimates of the frequency of neuroleptic 
malignant syndrome; these range from 0.02% (2) to 
2.40% (3) among patients surveyed. Only three of 
these studies (4—6) were performed prospectively, but 
these also yielded widely disparate estimates, ranging 
srom 0.07% (5) to 2.20% (6). In the study yielding the 
lowest estimate (5), Gelenberg et al. speculated that 
conservative neuroleptic dosing strategies, along with 
a thorough clinical educational program at their cen- 
ter, may have led to early recognition and treatment of 
incipient cases of neuroleptic malignant syndrome, be- 
rore the full syndrome appeared. 
Other factors may also account for the hundredfold 
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difference in published frequency estimates. For exam- 
ple, possible risk factors for neuroleptic malignant syn- 
drome (7) may vary in different patient populations, so 
there may be no “true” frequency. However, for all 
populations, strategies for reducing the risk may be 
available. 

We describe a significant decrease in the frequency 
of neuroleptic malignant syndrome and increased 
awareness of the syndrome among clinicians after im- 
plementation of a consultation service to evaluate sus- 
pected cases at our center. ' 


METHOD 


Beginning in October 1986, a hospital-wide system 
of surveillance for adverse drug reactions was insti- 
tuted at McLean Hospital. In addition, a series of in- 
service lectures on the features of neuroleptic malig- 
nant syndrome was presented to physicians and 
nursing personnel. Patients experiencing persistent or 
severe extrapyramidal side effects and/or fever while 
receiving neuroleptics were referred for evaluation. All 
cases were evaluated within: 24 hours by one investi- 
gator (P.E.K.) using previously defined operational cri- 
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TABLE 1. Characteristics of Four Patients With Neuroleptic Malignant Syndrome 


Duration of 
Exposure to Duration of 
Age Primary Dose of Neuroleptic Daily Dose of Con- Symptoms 
Patient (years) Sex Diagnosis Neuroleptic (days) comitant Medications (days) 
1 38 F Major depression Fluphenazine, 10 mg/day 14 Benztropine, 2 mg 1) 
with psychotic 
features 
2 42 M Bipolar disorder, Fluphenazine decanoate, 21 Lithium, 1200 mg 30 
manic 1.5 cc/week; chlorpro- (plasma level=0.8 
mazine, 400 mg/day meq/liter); amanta- 
dine, 300 mg; clon- 
azepam, 4 mg 
3 16 M Bipolar disorder, Perphenazine, 16 mg/day 27 Benz:ropine, 1 mg 7 
manic 
4 15 M Bipolar disorder, Chlorpromazine, 150 32 Prop-anolol, 30 mg; 4 
manic mg/day; perphenazine, benztropine, 2 mg; 


16 mg/day 


teria that had been applied to suspected cases in earlier 
surveys (4). Patients underwent appropriate physical 
and laboratory evaluation and an examination based 
on the neurologic rating scale of Simpson and Angus 
(8), which was administered by the same investigator. 
All patients were also examined during the episode by 
an internist. 

We analyzed cases of neuroleptic malignant syn- 
drome occurring in the 47-month period from Oct. 1, 
1986, to Aug. 31, 1990, and compared this period to 
the 31-month period from March 1, 1984 (when we 
first began to search for cases of neuroleptic malignant 
syndrome [9]) to Sept. 30, 1986. It should be noted 
that two different types of survey were performed dur- 
ing the 31-month period from March 1984 through 
September 1986 (4, 9). The first part of this earlier 
survey (9) was largely retrospective and consisted of a 
search for other suspected cases that had occurred in 
the year preceding our observation of two cases within 
a 1-month period. This part of the survev yielded seven 
cases of neuroleptic malignant syndrome among 483 
neuroleptic-treated patients, for a frequercy of 1.40% + 
0.50%. The second part of the earlier survey (4) was 
prospective and began at the endpoint of the first. It 
yielded six patients with the syndrome among 679 pa- 
tients at risk, for a frequency of 0.90% +0.30%. The 
combined frequency for the entire 31-month period 
(13 cases among 1,162 neuroleptic-treated patients) 
was 1.10% +0.40%. 

To control for possible changes in risk factors for 
the syndrome between the two major survey periods, 
we compared the mean neuroleptic dose administered 
to 100 consecutive patients treated in 1585 (during the 
first survey period) to that administered to 100 pa- 
tients treated in 1989 (during the second). The mar- 
gin of error of this estimate (95% confidence interval) 
is +6%. To allow for comparison of different neu- 
roleptics, we converted all doses to chlorpromazine 
equivalents (10). We also recorded the number of in- 
tramuscular doses of neuroleptics administered, the 
percentage of patients receiving high-potency neuro- 
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leptics, and the number of patients receiving lithium 
salts among the two groups of 100 patients sampled. 
To assess changes in the proportion of patients in each 
group who displayed severe psychomotor agitation, 
we recorded the number of incidents of seclusior: and 
restraint tor the years 1985 and 1989. We also at- 
tempted to compare the mean age, sex ratio, diagnostic 
distribution, and previous number of psychiatric hos- 
pitalizations of the patients admitted in 1985 and 
those admitted in 1989. Finally, from hospital phar- 
macy records we calculated the number of patients at 
risk during the second survey period by recording the 
number of patients prescribed daily standing doses of 
neuroleptics. Of 6,951 patients admitted to our center 
during the 47-month period of the second survey, 
2,695 (39%) were treated with neuroleptics. The sig- 
nificance of differences was determined by Fisher's ex- 
act test, two-tailed. 


RESULTS 


Of 14 patients referred for consultation during the 
47-month survey period since Cctober 1986, four had 
been given diagnoses of neuroleptic malignant syn- 
drome. The clinical features of these patients are sum- 
marized in table 1. All four patients were treated with 
bromocriptine; patients 1 and 2 also required treat- 
ment in intensive care units and received intravenous 
dantrolene sodium. The remaining 10 patients did not 
meet operational criteria for neuroleptic malignant 
syndrome. Eight displayed severe extrapyramidal 
signs; four of these also developed autonamic dysfunc- 
tion, but none displayed fever. Of the remaining two 
patients, one had modes-ly elevated creatine kinase 
levels associated with agitation but had no other fea- 
tures of the syndrome. The second patient, referred 
because of fever, was given a diagnosis of bronchitis 
and displayed no signs of extrapyramidal or auto- 
nomic dysfunction. The finding of four cases of neu- 
roleptic malignant syndrome among 2,695 patients re- 
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INEUROLEPTIC MALIGNANT SYNDROME 


TABLE 2. Demographic Factors and Potential Risk Factors for Neu- 
raleptic Malignant Syndrome in Two Surveys of Hospital Patients 


31-Month Survey, 47-Month Survey, 
March 1, 1984, Oct. 1, 1986, to 


Variable? to Sept. 30, 1986 Aug. 31, 1990 
Fatients’ age (years) 

Mean 26 27 

SD 7.4 6.9 
Sex ratio of patients 

(M:F) 1:1 1:1.2 
Percentage of patients with 

diagnosis 

Bipolar disorder 20 22 

Schizophrenia 3 4 

Major depression 30 32 

Organic mental disorder 3 3 
Percentage of patients with 

previous admission 26 25 


Number of cases of neuro- 
leptic malignant syn- 
drome 18 4 
Number of neuroleptic- 
treated patients 
Frequency of neuroleptic 
malignant syndrome 
(%)° 


SD ' 0.40 0.05 
Neuroleptic dose (mg/day 

chlorpromazine equiva- 

lents) 


Parcentage of patients 
given intramuscular 
neuroleptics® 8 3 

Parcentage of patients tak- 
ing lithium also 54 46 

Number of incidents of 
seclusion and restraint 
Mean 
SD 

Percentage of patients tak- 
ing high-potency neuro- 
leptics 


Ao 
Dba 


57 51 


The first four variables (age, sex ratio, diagnosis, and previous 
admissions) refer to the entire hospital population in each survey 
period. The last five variatles (neuroleptic dose, intramuscular neu- 
roleptics, lithium, seclusion and restraint, and high-potency neuro- 
leptics) refer only to the subset of patients in each survey period 
who received neuroleptics. See text for methods of calculating these 
values. 

>Significant difference between groups (x?=19.5, df=1, p<0.001). 

“Significant difference between groups (x?=47.1, df=1, p<0.001). 


ceiving neuroleptics yields an estimated frequency of 
0.15% +0.05%, as compared to 1.10% +0.40% during 
the previous 31-month interval—a significant difference. 

Differences in risk factors between the two survey 
periods are displayed in table 2. The percentage of 
patients receiving intramuscular neuroleptics was sig- 
nificantly lower in the second survey period than in the 
first. 


DISCUSSION 


Several factors might account for the nearly tenfold 
decrease in the frequency of neuroleptic malignant syn- 
drome between the first (before October 1986) and 
second (after October 1986) survey periods. First, ear- 
lier detection and treatment of neuroleptic-induced 
side effects may have prevented emergence of the full 
syndrome. The possible importance of early interven- 
tion is supported by the observation that severe extra- 
pyramidal side effects, often accompanied by auto- 
nomic disturbances, were present in all but two 
patients referred for evaluation, but prompt treatment 
of these patients apparently prevented progression to 
fever in a majority of cases. 

Second, the observed decrease in frequency may 
have been due to a decline in risk factors. In particular, 
we found a highly significant decrease in the use of 
intramuscular neuroleptics between the first and sec- 
ond survey periods. Interestingly, in a previous case- 
control study from our center (7), use of intramuscular 
neuroleptics was found to represent the most impor- 
tant risk factor for the development of neuroleptic ma- 
lignant syndrome. 

In conclusion, the results of this study suggest that 
the frequency of neuroleptic malignant syndrome may 
be reduced by increasing clinical awareness of its car- 
dinal features, by treating neuroleptic-induced extra- 
pyramidal and autonomic side effects at their earliest 
emergence, and by minimizing risk factors such as use 
of intramuscular neuroleptics. 
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Correlates of Risk of Suicide in Violent 
and Nonviolent Psychiatric Patients 


Alan Apter, M.D., Moshe Kotler, M.D., Serge Sevy, M.D., Robert Plutchik, Ph.D., 
Serena-Lynn Brown, M.D., Ph.D., Hilliard Foster, Ph.D., Marc Hillbrand, Ph.D., 
Martin L. Korn, M.D., and Herman M. van Praag, M.D., Ph.D. 


Objective: This study was designed to identify variables that correlate with the risk of 
suicide in two patient groups that differ mainly in their level of expressed aggression. Meth- 
od: Twenty-eight psychiatric patients with a history of violent behavior who were in a 
forensic psychiatric facility were tested and compared to 28 psychiatric inpatients without a 
history of violence who were admitted to a large municipal hospital. Measures used included 
a battery of self-report questionnaires, with acceptable reliability and validity, that provided 
indices of risk of suicide, risk of violence, impulsivity, anger, anxiety, and various mood 
states. Results: The two groups, matched on demographic variables and overall risk of 
suicide, differed significantly on the measured risk of violence. The two groups showed 
similar patterns of correlations between risk of suicide and such variables as risk of violence, 
anger, fear, state and trait anxiety, lack of impulse control, suspiciousness, and rebellious- 
ness. They differed in the correlation between suicide risk and depression. In the nonviolent 
patients there was a high correlation between risk of suicide and sadness; in the violent 
patients there was no correlation between these variables. Conclusions: The low correlation 
between sadness and risk of suicide in the violent patients, and the low prevalence of affective 
disorder diagnoses in these patients compared to other patients, suggests that suicidal risk 
should be managed differently in highly violent patients than in others. 

(Am J Psychiatry 1991; 148:883-887) 





(11), such psychometric correlations may indeed re- 
flect a common biochemical foundation (10). 
Although a number of investigators have examined 


A number of investigators have reported on the 
measurement of risk of suicide and its correlates, 
such as lowering of mood, anxiety, anger, and impul- 


sivity (1, 2). At the same time, other researchers have 
found significant correlations between risk of violence 
and similar variables (3—5). The high correlation be- 
tween violent behavior and suicidal behavior has been 
well documented epidemiologically (6), clinically (7, 
8), and psychometrically (9, 10) and lends support to 
the notion that both outwardly and inwardly directed 
aggression may have a common underlying basis. We 
have also previously reported significant correlations 
between mood, anxiety, anger, impulsivity, risk of vi- 
olence, and risk of suicide and have hypothesized that 
since evidence exists that all these psychopathological 
dimensions are related to abnormal serotonin function 
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the psychological profile of violent offenders (12), few 
have focused on risk of suicide in this population (13, 
14). The present study was designed to determine the 
similarities and differences in the correlates of risk of 
suicide found in psychiatric inpatients without a his- 
tory of violent behavior and in a group of incarcerated 
psychiatric patients with a marked history of viclent 
behavior. 


METHOD 
Subjects 


Two groups of subjects were compared. The first 
group consisted of 28 male patients hospitalized in a 
state forensic maximum security hospital. Twenty- 
three had committed crimes and were hospitalized be- 
cause of associated severe psychiatric disturbance, 
while the other five patients were hospitalized for ex- 
cessively unmanageable violent behavior in -reglas . 


Do 
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state mental hospitals. These violent patients were 
compared with 28 male psychiatric inpatients hospi- 
talized at a large general municipal hospital. 

The state forensic hospital is a maximum security 
institution with a current population of 96 men. The 
average length of stay is 143 days. The general munic- 
ipal hospital is a large city hospital with a catchment 
area of 250,000 inhabitants, mainly lower middle 
class; the catchment area is approximately one-third 
white, one-third black, and one-third Hispanic. In the 
psychiatric inpatient service the average stay is about 3 
weeks, and rehabilitation and milieu treatment ap- 
proaches are emphasized. 

Forensic patients were selected because of a long 
history of violence and assaultiveness. They had been 
convicted of murder (N=15) or other violent crimes or 
were too violent to be hospitalized in a regular mental 
health facility. We selected a matched sample from a 
large group of inpatients without a history of violent 
behavior in the municipal hospital. The two groups 
were individually matched for age, past number of sui- 
cide attempts (defined as serious, potentially lethal acts 
against the self with a definite intent to die), and risk of 
suicide as measurec by the Suicide Risk Scale (15). 
None of the patients in either group was actively psy- 
chotic at the time of the investigation. It was not pos- 
sible to match for diagnosis. 

Primary diagnoses were made according to DSM- 
ITI-R criteria on the basis of chart reviews, a diagnostic 
interview with the patient, and consultation between 
the research team and the treatment staff at each insti- 
tution. The primary diagnosis was that diagnosis 
which by consensus of the treatment and research 
teams accounted for the major part of the patient’s 
clinical picture. Thirteen forensic patients were diag- 
nosed as being schizophrenic, 15 as having borderline 
personality disorder, and none as having a diagnosis of 
mood disorder. The average age of these patients was 
29 years, and the average length of stay was 150 days. 
All were receiving psychotropic drugs and psychoso- 
cial treatment at the time of the study. Six municipal 
hospital patients were given a diagnosis of schizophre- 
nia; 15, borderline personality disorder; and seven, 
major depression. The average age of these patients 
was approximately 30 years, and all were receiving 
psychotropic drugs and psychosocial treatment. 

All patients whose therapists agreed to their partic- 
ipation and who were willing to participate were eli- 
gible for the study, with the exception of those under 
18 or over 64 years of age, those with significant 
thought disturbances, those with organic brain syn- 
dromes, and those with a lack of fluency in English. All 
patients signed informed consent forms. 


Assessment 
An experienced psychiatrist interviewed each patient 


about the reason for admission. On the basis of this 
interview, a chart review, and a discussion with the 
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ward psychiatrist, the research team reached a consen- 
sual DSM-III-R diagnosis. - 

A battery of self-report test measures was adminis- 
tered during the first week of admission. Each test 
measures one of the psychometric variables included in 
the study (i.e., risk of suicide, risk of violence, impul- 
sivity, anxiety, anger, and mood). A psychiatrist was 
present with each patient at all times and, if requested, 
would read the questions and record the patient’s an- 
swets. The following tests were administered. 

Risk of suicide. This variable was measured with the 
Suicide Risk Scale. The scale consists of 26 items an- 
swered yes or no by the patient. The scale includes 
items on past history of suicide attempts, present 
strength of suicidal impulses, feelings of depression 
and hopelessness, and other items that have been re- 
ported to be associated with suicide attempts (15). 

The internal reliability of this scale has been found 
to be 0.84, indicating high correlations among the 
items. The scale has been given to psychiatric outpa- 
tients and inpatients. It correlates with clinicians’ judg- 
ments of suicide risk in patients. Scores on the Suicide 
Risk Scale have been shown to discriminate between a 
group of outpatients clinically evaluated as having sui- 
cidal symptoms and a group of patients with no sui- 
cidal symptoms. It also has been shown to discriminate 
between inpatients who have made a suicide attempt in 
the past and those who have never made such an at- 
tempt. Its sensitivity and specificity are reasonable 
(15). 

Risk of violence. This measure was assessed with the 
Past Feelings and Acts of Violence Scale. This scale 
consists of 12 items answered on a 3-point continuum 
of frequency. The patient is asked about acts: of vio- 
lence against others, the carrying and use of weapons, 
arrests, and loss of temper. The internal reliability of 
the scale is 0.77, indicating high correlations among 
the items. The scale (in a slightly longer version) has 
been given to hundreds of individuals representing di- 
verse groups including college students, pain patients, 
patients with epilepsy, self-referred violent patients, 
and prisoners. The results show clear discrimination 
among most of the groups on average level of ex- 
pressed violence, with the prisoners and self-referred 
violent patients scoring the highest and the epileptic 
patients scoring the lowest (16). In a study of psychi- 
atric inpatients (17), the scale significantly discrimi- 
nated between patiénts reporting violent acts toward 
others and patients reporting neither suicidal nor vio- 
lent acts. It has also been used in the study of neu- 
ropsychiatric patients and to identify subgroups of vi- 
olent individuals (18). The sensitivity and specificity of 
the scale have also been determined (17). 

Impulsivity. This variable was measured by the Im- 
pulsivity Scale, which consists of 15 items answered on 
a 3-point frequency scale. These items ask about the 
tendency to engage in impulsive, spur-of-the-moment 
behaviors, all of which reflect possible loss of control. 
The scale has an internal reliability of 0.79, indicating 
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a high correlation among items. It has been further 
described by Plutchik and van Praag (9). 

State and trait anxiety. This item was measured by 
the Spielberger State-Trait Anxiety Scale (19), which 
has been widely used in psychometric research. The 
scale consists of two forms, one that relates to the 
patient’s present feelings (state anxiety) and the other 
relating to chronic, long-term anxiety (trait anxiety). 

Mood. Mood was measured by the Mood Adjective 
Checklist (20), which measures eight mood constella- 
tions. Each mood constellation consists of a number of 
related adjectives, each rated on a 0-100 scale by the 
patient. For example, the happiness mood constella- 
tion consisted of the terms “interested,” “sociable,” 
“satisfied,” and “happy,” while the sadness constella- 
tion consisted of the words “sad,” “worried,” “unhap- 
py,” and “‘disappointed”’), The final score for each 
mood is the average of the ratings of each term de- 
scribing that mood. The other six mood constellations 
were described by the following terms: “calmness,” 
“fear,” “instability,” “suspiciousness,” ‘‘rebellious- 
ness,” and “expectancy.” 

Anger. Anger was measured by the Multidimen- 
sional Anger Inventory developed by Siegal (21). The 
scale measures different dimensions of anger, but in 
this study only the total anger score was used. The 
scale has been shown to be reliable, and there is some 
evidence for good validity. It also correlates with other 
widely used measures of hostility and aggression (21). 


Data Analysis 


The two groups were compared on each variable by 
means of t tests. Within each group of patients, Pear- 
son product-moment coefficients were used to corre- 
late the results of all test measures with risk of suicide. 
The test measures were then correlated with risk of 
suicide after the risk of violence was partialed out. This 
technique was used because previous research has 
shown: that risk of violence and risk of suicide are 
highly correlated (r=0.45) (2). Therefore, it should be 
possible by the use of partial correlation to identify 
which variables correlate with risk of suicide without 
the influence of the risk of violence measure. 


RESULTS 


Due to the selection and matching procedures, there 
was no difference between the violent (forensic hospi- 
tal) and the nonviolent (general municipal hospital) 
groups in terms of average age (29 versus 30 years), 
gender, number of patients with a history of suicide 
attempts (in each group, 10 patients had no history of 
suicide attempts, six had made one suicide attempt, 
and 12 had made two or more suicide attempts), or 
score on the Suicide Risk Scale (mean+SD scores= 
11.5+0.9 for the violent patients and 11.8+0.9 for the 
nonviolent group). 

The violent forensic group had significantly higher 
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TABLE 1. Psychopathology Scores of 28 Violent Patients From a 
Forensic Psychiatric Institution and 28 Nonviolent Psychiatric Pa- 
tients From a Municipal Hospital 


Violent Nonviolent 
Group Group R 
Variable Mean SD Mean SD (df=54) 
Impulsivity? 18.5 Ta 17.9 6.4 0.32 
Anger? 58.9 233 68.5 22.5 1.56 
Risk of violence® 10.0 54 71 46 2-155 
Mood! 
Calmness 64.0 25.1 63.5 31.1 0.98 
Fear 39.6 30.2 34.5 27.5 0.56 
Sadness 45.3 32.4 52.5 28.8 0.37 
Instability 35.8 33.0 38.9 273 0.38 


Suspiciousness 42.0 33.7 36.3 30.7 0.65 
Rebelliousness 34.1 25.9 41.9 28.7 1.07 


Expectancy 56.9 28.5 49.4 26.9 1.04 

Happiness 63.2 20.8 $4.0 27.4 1.41 
Anxiety’ 

Trait 43.1 14.7 43.6 11.9 0.15 


State 41.7 16.9 41.7 14.9 0.00 


“Impulsivity Scale (9). 
Multidimensional Anger Inventory (21). 
“Past Feelings and Acts of Violence Scale (15-18). 
45<0.05. 
“Mood Adjective Checklist (20). 
‘Spielberger State-Trait Anxiety Scale (19). 


scores than the nonviolent group on the Past Feelings 
and Acts of Violence Scale (t=2.15, df=54, p<0.05). 
Since these patients were selected on the basis of a 
history of violence, this finding provides external val- 
idation of the violence scale. 

Table 1 presents the means and standard deviations 
for all the psychometric variables for both groups. It 
also shows the comparison by t test between the 
groups for all the psychometric variables. There were 
no significant differences between the violent and the 
nonviolent groups on any of the variables apart from 
risk of violence. 

Since we found that risk of suicide and risk of vio- 
lence were significantly and positively correlated in 
both the forensic (r=0.42) and the municipal hospital 
(r=0.33) groups, partial correlations for each group 
were calculated and compared. This is shown in table 
Z: 

The analysis of correlations in the violent group 
showed that lack of impulse control, anger, fear, in- 
stability, suspiciousness, rebellicusness, and state and 
trait anxiety were positively correlated with risk of 
suicide, whereas calmness was negatively correlated 
with risk of suicide. In the nonviolent group a similar 
pattern existed. There were, however, two striking dif- 
ferences in the pattern of correlations between the 
groups after risk of violence was partialed out. 

In the forensic patients, but not the municipal hos- 
pital patients, there was a highly significant correlation 
between anger and risk of suicide (r=0.71, p<0.001). 
There was a significant correlation between sadness 
and suicide risk in the nonviolent patients (r=0.52, 
p<0.01) but not in the violent patients. In addition, 
happiness correlated negatively and significantly with 
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TABLE 2. Correlations of Psychopathological Variables With Risk of Suicide for 28 Violent Patients From a Forensic Psychiatric Institu- 
tion and 28 Nonviolent Psychiatric Patients From a Municipal Hospital 


Correlation (r) of Psychopathology Score With Suicide Risk 


Violent Group 


Nonviolent Group 


Risk of Violence Risk of Violence 
Psychopathological Overall Partialed Out Overall , Partialed Out 
Variable (df=26) (df=26) (df=26) (df==26) 
Impulsivity 0.59 0.513 0.32 0.34° 
Anger 0.77 0.71° 0.43 0.30 
Risk of violence 0.42 m 0.33 m 
Mood 
Calmness —0.47 —0.35” —0.23 ` —0.32° 
Fear 0.61 0.53" 0.39 0.39? 
Sadness 0.27 0.12 0.54 0.52° 
Instability 0.58 0.487 0.18 | 0.15 
Suspiciousness 0.56 0.44° 0.51 > 0.43° 
Rebelliousness 0.61 0.527 0.37 0.28 
Expectancy 0.18 0.06 —0.20 © —0.30 
Happiness —0.22 —0.02 —0.46 | —0.57° 
Anxiety 
Trait 0.67 0.61° 0.62 , 0.596 
State 0.76 0.71° 0.44 0.41° 
*p<0.01. 
n<0.05. 
“p<0.001. 
suicide risk in the nonviolent patients (r=—0.57, Keltigangas (22), who found that the majority of in- 


p<0.01) but not in the violent patients. 


DISCUSSION 


The two groups that we studied were different with 
regard to severity of violent behavior, reason for ad- 
mission, and DSM-IH-R primary diagnoses. Despite 
these differences, we found that there were similar pat- 
terns of significant and positive correlations between 
impulsivity, anger, anxiety, fear, suspiciousness, and 
rebelliousness and the risk of suicide in both groups. 
These results are similar to those in our previous stud- 
ies (2, 10). If this finding can be replicated in other 
diverse psychiatric patients, it would lend further sup- 
port to the theory that these psychopathological di- 
mensions may have a common biological substrate 
(11). 

Of interest is the finding that the violent group 
showed no correlation between sadness and suicide 
risk, whereas the nonviolent group demonstrated a 
high correlation between these variables. One possible 
explanation for this discrepancy is the low prevalence 
of affective disorder in the violent group. Of the 28 
patients from the forensic hospital, none had a diag- 
nosis of mood disorder. Examination of the records of 
all 96 patients currently at the forensic institute shows 
that only six patients (6.25%) have been diagnosed as 
having a mood disorder; the prevalence of affective 
disorder in the large municipal hospital psychiatric 
wards is approximately 15% to 20%. 

This observation raises the possibility that violent 
patients in general may have a low rate of affective 
disorder. A similar observation has been made by 
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carcerated violent offenders do not report depressive 
symptoms. In a study by Apter et al. (8), adolescents 
with severe conduct disorder who showed little depres- 
sive symptoms were found to be more suicidal than 
adolescents with major affective disorder. 

In order to explain the low correlation between sad- 
ness and suicide risk in the violent patients, we hy- 
pothesize an ego defect in this group of patients that 
inhibits the expression of depressive symptoms. Alter- 
natively, these patients may tend to act out sad feelings 
through acts of violence that may be in the form of 
self-injury or aggression toward others. This hypothe- 
sis is supported by our finding of a significant correla- 
tion between anger and suicide risk in violent patients 
but not in nonviolent patients. 

Given these findings and postulates, we suggest that 
the management and therapy of suicidal behavior in 
the two groups of patients described earlier require 
substantial differences. The focus in depression-related 
suicidality would be on antidepressant medications 
and psychotherapies shown to be useful in depression, 
such as cognitive therapy. However, the focus in ag- 
gression-related suicidality would be on the underlying 
impulsiveness, medications such as lithium or the re- 
cently developed serenic class of drugs (23), and varied 
behavioral techniques. 
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Psychiatric Inpatient Care in the VA: Before, During, 
and After DRG-Based Budgeting 


Robert Rosenheck, M.D., and Louis Massari, M.P.H. 


Objective: The authors examined the impact of budgeting based on diagnosis-related 
groups (DRGs) on inpatient psychiatric care in Department of Veterans Affairs (VA) medical 
centers. DRG-based budgeting was implemented by the VA in 1984 and suspended in 1988. 
Method: Computerized discharge abstracts were obtained for all episodes of VA inpatient 
care occurring from 1980 through 1989. The number of discharges per year, number of 
undubvlicated patients treated, mean length of stay, total number of bed days of care per 
unique patient per year, readmission rates, and number of episodes of care per operational 
bed were determined for psychiatric and nonpsychiatric (medical-surgical) bospitalizations 
occurring before, during, and after DRG-based budgeting was in effect. Results: In the case 
of VA psychiatric care, DRG-based budgeting was associated with more episodes of care, 
shorter lengths of stay, bigher readmission rates, and more episodes of care per occupied bed. 
DRG-based budgeting had similar effects on medical-surgical care, although an increase in 
the number of episodes of care was not observed. During the first year after this funding 
mechanism was suspended, changes in both psychiatric and medical-surgical care that were 
related to DRG-based budgeting were slowed and, in some cases, reversed. Conclusions: 
Both psychiatric and medical-surgical inpatient care in the VA were sensitive to changes in 
funding mechanisms. These changes were generally similar to those observed in psychiatric 
care provided by non-VA hospitals reimbursed under Medicare’s DRG-based prospective . 


payment system. 
(Am J Psychiatry 1991; 148:888—891) 


he practice of inpatient medicine in the United 
States has been deeply influenced by the introduc- 
tion, in 1983, of a prospective payment system (PPS) 
based on diagnosis-related groups (DRGs) for Medi- 
care reimbursement (1). Thus far, however, private 
psychiatric hospitals nave been exempted from Medi- 
care’s DRG-based PPS, and general hospital psychiat- 
ric units have been given the option of applying for 
exemption. In October 1984 the Department of Vet- 
erans Affairs (VA) introduced the VA resource alloca- 
tion methodology, a budgeting system based on DRGs. 
In contrast to the Medicare model, the VA resource 
allocation methodology offered no exemptions for in- 
patient psychiatric care. 
In a previous paper (2) we showed that the VA re- 
source allocation methodology had a major impact on 
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inpatient psychiatric care during the first 4 years it was 
in effect. The number of episodes of care delivered and 
the number of unduplicated patients treated increased 
by 28.7% and 15.5%, respectively, and lengths of stay 
declined by 36.9%. In September 1988, 4 years after 
its implementation, the VA resource allocation meth- 
odology was suspended because of concerns that it was 
driving the VA health care system to provide a volume 
of services that exceeded its resource base (3). To our 
knowledge, this is the first instance in which a PPS was 
implemented and then withdrawn from use in a na- 
tional health care system. The suspension of the VA 
resource allocation methodology provides a unique 
opportunity to examine the sensitivity of a national 
health care system to a series of changes in payment 
mechanisms. 

In this paper we assess the impact of these changes 
on the VA mental health system by examining data on 
inpatient VA psychiatric care'during the 4 years before 
the resource allocation methodology was introduced, 
the 4 years after it was introduced, and the first year 
after it was suspended. To determine whether the ob- 
served changes were unique to VA psychiatric care, we 
also reviewed data on medical-surgical inpatient care 
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in the VA and on psychiatric care provided by non-VA 
hospitals reimbursed by Medicare’s DRG-based PPS. 


METHOD 


Data on both psychiatric and medical-surgical dis- 
charges were derived from the VA’s computer-based 
discharge abstract file, the Patient Treatment File. All 
VA discharges during fiscal years 1980, 1984, 1988, 
and 1989 were included. Those in which the primary 
discharge diagnosis was a psychiatric disorder, includ- 
ing substance abuse disorders (ICD-9 codes 290.00— 
319.99), were analyzed separately from those in which 
the primary discharge diagnosis was a nonpsychiatric 
(i.e. medical or surgical) disorder. Data derived from 
the Patient Treatment File include the number of 
episodes of care (by diagnostic category), the number 
of unduplicated individuals discharged, the mean 
length of stay per episode, the total number of bed 
days of care per patient per year, and the percentage of 
discharges followed by readmission within 14 days. 
Data from the annual census of VA inpatients (4) were 
used to estimate the mean number of occupied beds 
per year and to identify the number of beds occupied 
by long-term care patients (those hospitalized for 1 
year or more at the time of the census). Data from the 
Patient Treatment File and from the annual census 
were combined to compute the number of discharges 
per occupied bed per year. These analyses were con- 
ducted separately for psychiatric and nonpsychiatric 
discharges. 

Comparisons were made between data from fiscal 
years 1980 and 1984 (the last 4 years before the ap- 
plication of the VA resource allocation methodology), 
1984 and 1988 (the 4 years after application of the VA 
resource allocation methodology), and 1988 and 1989 
(the first year after the suspension of application of the 
VA resource allocation methodology). Percent changes 
in the years before and during application of the re- 
source allocation methodology are presented as mean 
annual percent changes to facilitate comparison with 


data for 1988-1989. 


RESULTS 


Consistent trends in VA inpatient psychiatric care 
during the years before application of the VA resource 
allocation methodology included declining numbers of 
episodes of care and of patients treated, increasing 
lengths of stay per episode of care, and increasing 
numbers of bed days of care per patient per year (table 
1). These trends all reversed direction to a substantial 
degree under the VA resource allocation methodology. 
Readmission rates, which were largely unchanged dur- 
ing the years before application of DRG-based budget- 
ing, increased 8.7% per year between 1984 and 1988, 
probably as a consequence of declining lengths of stay. 
The mean number of beds occupied by patients with 
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primary psychiatric diagnoses and the number of beds 
occupied by long-term psychiatric patients declined 
during the VA resource allocation methodology years 
at about the same rate as it had during the years before 
DRG-based budgeting was instituted. The number of 
episodes of care delivered per occupied bed increased 
markedly, by 13.1% per year. 

During fiscal year 1989, the first year after the sus- 
pension of application of the VA resource allocation 
methodology, trends stimulated by DRG-based bud- 
geting were attenuated and, in several instances, re- 
versed. The number of episodes of care end unique 
patients treated annually, which had increased under 
the VA resource allocation methodology, declined (ta- 
ble 1). Lengths of stay and annual bed days of care per 
patient, which declined during DRG-based budgeting, 
continued to decline during fiscal year 1989, but at a 
slower rate (table 1). During the first year after the 
suspension of application of the VA resource alloca- 
tion methodology, for the first time in at least 9 years, 
the percentage of discharges followed by readmission 
within 14 days decreased, the number of patients hos- 
pitalized for 1 year or more at the time of the annual 
census increased, and the number of episodes of care 
delivered per occupied bed decreased. The diagnostic 
case mix appears to have been unaffected by either the 
VA resource allocation methodology or its suspension 
(data available on request). Developments in the care 
of patients with nonpsychiatric primary diagnoses fol- 
lowed generally similar trends (table 1). Among these 
patients, however, workload measures (the number cf 
episodes of care and the number of unique patients 
treated) were increasing at a substantial rate during the 
years before application of the VA resource allocation 
methodology, and lengths of stay were already declin- 
ing. Both readmission rates and the number of epi- 
sodes per occupied bed were increasing, most likely zs 
a result of the declining mean length of stay. 

During the DRG-based budgeting years the mean 
length of stay for medical-surgical episodes of care and 
the mean number of bed days of care per patient per 
year declined at a greater rate than previously. In con- 
trast to the findings for VA psychiatric care, virtually 
no change was noted in the total number of episodes of 
care or the number of unduplicated medical-surgical 
patients treated (table 1). 

As with psychiatric episodes of care, the first year 
after the suspension of application of the VA resource 
allocation methodology saw a decline in gross work- 
load measures for medical-surgical episodes of care, a 
slower decline in mean length of stay, and a slower 
increase in the number of episodes of care delivered per 
bed. The number of long-stay medical-surgical patients 
continued to decline, but at a reduced rate (table 1). 


DISCUSSION 


These VA data clearly demonstrate the sensitivity of 
inpatient psychiatric care, as well as medical-surgical 
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PSYCHIATRIC CARE IN THE VA 


TABLE 1. VA Inpatient Care for Patients With Primary Psychiatric and Nonpsychiatric Diagnoses Before Implementation, During, and Af- 
ter Suspension of Implementation of the Resource Allocation Methodology 


Before 

Item 1980 1984 
Number of episodes of care/year 

Psychiatric patients 211,439 192,874 

Nonpsychiatric patients 685,116 758,900 
Number of unique patierts/year 

Psychiatric patients 147,546 136,106 

Nonpsychiatric patients 470,784 497,585 
Mean length of stay/episode (days) 

Psychiatric patients 52.4 56.7 

Nonpsychiatric patients 21.0 17.9 
Number of bed days of care per 

patient/year 

Psychiatric patients 75.1 80.4 

Nonpsychiatric patients 30.6 27.1 
Patients readmitted within 14 days 

after discharge (%) 

Psychiatric patients 13.8 14.0 

Nonpsychiatric patients a7 11.0 
Mean number of beds occupied/day* 

Psychiatric patients 29,496 25,248 

Nonpsychiatric patients 40,126 34,757 
Number of long-term patients 

Psychiatric patients 9,098 6,609 

Nonpsychiatric patients 2,727 2,294 
Number of episodes per occupied bed 

Psychiatric patients T2 7.6 

Nonpsychiatric patients 17.1 21.8 


During ` After 
% Change/ % Change/ % Change/ 
Year Year’ Year 
1980-1984 1988 1984-1988 1989 1988-1989 
—2.2 248,160 Tia 233,912 5.7 
2.7 777,337 0.6: 737,653 ~S.1 
—1.9 157,194 3.9’ 148,952 — 5,2 
1.4 478,797 -0,9 455,430 —4,9 
2.1 35.8 -9.2 34.1 -4.7 
—3.7 13.6 6.0: 13.3 ~2.2, 
1.8 56.5 -7.4 53.5 ~5,3 
—2.8 22.1 4,7 21.6 — 2,3 
0.4 18.9 8.7 16.0 —15.3 
3.4 13.9 6.6 13.6 D2 
—3.6 21,322 —3.9 19,441 ~8.6 
—3.3 27,347 ~§.3 24,983 — 8.9 
—6.8 4,374 —$8.5 4,434 1.4 
—4.0 1,597 — 7.6 1,599 0.1 
1.6 11.6 13.1 12.0 3.4 
7.0 28.4 7.5 29.5 3.9 


“Data are from VA annual reports for 1979, 1984, 1988, and 1989 (4). 
Length of stay more than 1 year; data are from VA annual reports for 1979, 1984, 1988, and 1989 (4). 


care, to a series of changes in funding mechanisms. It is 
notable, for comparison purposes, that 2 years after 
implementation of Medicare’s DRG-based PPS, psy- 
chiatric length of stay declined by 10%—20% in scatter 
beds subject to PPS and by 10% in nonexempt psychi- 
atric units (5), Although lengths of stay in VA hospitals 
are generally greater than those of non-VA general 
hospitals, the annual! reduction in mean length of stay 
in VA hospitals under the resource allocation method- 
ology was similar in magnitude to that observed in 
non-VA hospitals under PPS. Changes in mean length 
of stay for medical-surgical care in VA hospitals were 
also similar in magnitude to those observed for psy- 
chiatric care. DRG-based budgeting thus appears to 
have had a similar impact on mean length of stay for 
VA psychiatric patients, non-VA psychiatric patients, 
and VA medical-surgical patients. 

Differences emerge, however, when we consider the 
impact of DRG-based budgeting on the volume of in- 
patient care delivered. Although the VA’s resource al- 
location methodology stimulated a striking increase in 
both annual episodes of care and the number of un- 
duplicated individuals treated for psychiatric disor- 
ders, Medicare’s PPS was associated with an overall 
decline in episodes of inpatient psychiatric care (6). 
Although data on the delivery of outpatient care are 
not available for either VA or non-VA health care sys- 
tems, it is possible that Medicare’s PPS was associated 
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with a general shift away from inpatient care and 
toward outpatient care funded through other mecha- 
nisms. In contrast, the VA resource allocation meth- 
odology appears to have stimulated an increase in the 
use of psychiatric hospital treatment, possibly through 
a lowering of thresholds for admission. 

It is notable that the volume of medical-surgical care 
in VA medical centers was increasing before the VA 
resource allocation methodology was implemented 
and slowed considerably under DRG-based budgeting, 
the reverse of the pattern observed for psychiatric care. 
During the years of the VA resource allocation meth- 
odology, the aging of the veteran population may have 
been associated with a reduction in acute inpatient 
psychiatric treatment and an increased demand for 
medical treatment. DRG-based budgeting incentives 
for increasing the number of episodes of hospital care 
had a greater impact on psychiatric care than on med- 
ical-surgical care, perhaps because psychiatric services 
could be expanded without investment in costly equip- 
ment or supplies. Reductions in care available from 
other public sector mental health providers during the 
1980s (7) may also have increased demand for VA 
services. , 

In our previous paper (2), we showed that although 
the VA resource allocation methodology purported to 
offer fiscal incentives for increased efficiency, inflation 
and a declining psychiatry funding base meant that few 
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additional resources were obtained by psychiatry pro- 
grams as a result of their increased efficiency (1). 
Changes in clinical practice associated with both im- 
plementation of the VA resource allocation methodol- 
ogy and with its suspension, therefore, cannot be at- 
tributed to actual changes in funding. It appears that 
the influence of the VA resource allocation methodol- 
ogy derived from its theoretical promise of fiscal re- 
wards and its embodiment of management priorities 
rather than from its actual impact on funding levels. 
The rapid reversal of trends induced by the resource 
allocation methodology during the year after it was 
suspended may also indicate that the methodology fos- 
tered practice patterns that were not consistent with 
clinicians’ best clinical judgment or preferred practice 
patterns. 

Both VA and non-VA data suggest that DRG-based 
budgeting can have a profound effect on patterns of 
psychiatric care, at least in the short run. Further stud- 
ies, however, are needed to determine the impact of 
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these changes on the quality and effectiveness of pa- 
tient care. 
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Have General Hospitals Become Chronic Care Institutions 


for the Mentally Ill? 


Sharon A. Salit, M.A., and Luis R. Marcos, M.D. . 


Objective: Dramatic increases in lengths of stay for general hospital psychiatric patients in 
New York City in recent years have raised speculation that general hospitals are assuming a 
large responsibility for care of the chronically mentally ill. This study examines changes in 
utilization patterns and patient characteristics to assess whether such a trend is occurring. 
Method: The authors obtained discharge abstract data for all New York City general hos- 
pital adult psychiatric patients in 1985 and 1988 as well as utilization data from the public 
general hospital system for 1977-1989. Three measures of chronicity were chosen: hospital 
stays longer than 60 days, discharges to long-term care, and three or more admissions per 
year. Data on psychiatric diagnoses and comorbid diagnoses for chronically ill patients were 
also reviewed. Results: The mean length of stay of psychiatric patients in general hospitals 
has increased substantially in recent years and nearly tripled in the public hospitals during 
1977-1989. Between 1985 and 1988, citywide increases were due largely.to a growing 
proportion of patients with very long stays. Patients with stays longer than 60 days ac- 
counted for 35% of all inpatient days in 1988, compared with 27% in 1985. Patients with 
chronic illness accounted for half of all days in 1988, compared with 38% in 1985. Con- 
clusions: Although many factors have contributed to these trends, the leading cause has been 
reimbursement policies favoring short-term inpatient care. Improving accountability for 
community treatment programs will be the key to redirecting funding priorities and creating 


more appropriate alternatives for the chronically mentally ill. 


(Am J Psychiatry 1991; 148:892-897) 


he continued depopulation of state psychiatric 

hospitals, inadequate development of community 
treatment alternatives, and the more recent epidemics 
of homelessness and drug abuse among the mentally ill 
have placed unprecedented pressures on general hos- 
pital psychiatry. In New York City, as in other urban 
centers of the United States, media reports of rising 
utilization rates and lengths of stay in general hospital 
psychiatric inpatient services (1—4) have led many to 
wonder if we are witnessing a trend, as described by 
Talbott (5) more than a decade ago, toward shifting 
responsibility for care of the chronically mentally ill 
from state to general hospitals. The present study was 
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undertaken to assess whether such a trend is occurring; 
if so, what factors led to this development; and what 
impact this trend, should it exist, has had on the tra- 
ditional mission of general hospitals to provide short- 
term acute care. 


METHOD 


We examined changes in utilization patterns (cen- 
sus, admissions, occupancy rates, lengths of stay, read- 
mission rates, and discharge disposition) and patient 
characteristics (psychiatric diagnoses and comorbid di- 
agnoses) in general hospital psychiatric units in New 
York City over time for evidence of a shift in the locus 
of care for the chronically mentally ill. Our primary 
data source was discharge abstract data (principal psy- 
chiatric diagnosis, comorbid diagnoses, discharge dis- 
position, and length of stay) for all New York City 
general hospital discharges of adult (18 years old or 
older) psychiatric patients. We obtained these data 
from the New York Statewide Planning and Research 
Cooperative System for the most recent year (fiscal 
year 1988, covering July 1, 1987, to June 30, 1988) 
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and the earliest year (calendar year 1985) available. 
The database included 29,694 discharges in 1988 and 
30,382 discharges in 1985. To review longer-term 
trends, we obtained general utilization data for 1977— 
1989 from the public hospital system, which currently 
treats more than half of the city’s general hospital psy- 
chiatric patients. Data on readmission rates were taken 
from a study of 1987 and 1988 Statewide Planning 
and Research Cooperative System data conducted by 
the New York State Office of Mental Health and from 
a public hospital study of readmissions during 1986, 
which was based on billing data submitted to the State- 
wide Planning and Research Cooperative System. 
Changes between 1985 and 1988 were tested for sta- 
tistical significance using chi-square tests for changes 
in proportions and t tests for changes in mean lengths 
of stay. 

In addition to describing changes in the overall pa- 
tient population, we were interested in identifying the 
incidence of chronic mental illness and the utilization 
behavior and characteristics of chronically ill patients. 
This presented a number of definitional and data lim- 
itation problems. For one, attempts at defining chronic 
mental illness usually have focused on patients in long- 
term-care settings, not general hospitals. Second, some 
of the more obvious indicators of chronicity (e.g., level 
of functioning, history of psychiatric treatment) were 
either not available or only partially available in the 
Statewide Planning and Research Cooperative System. 
As a result, we selected from the available data poten- 
tial measures of chronic mental illness that we felt best 
reflected the three dimensions of chronicity discussed 
in the literature (6), namely, severity of diagnosis, ma- 
jor functional impairment, and extended duration of 
treatment. 

We first grouped patients by three types of utiliza- 
tion behavior suggestive of chronic mental illness: dis- 
charge to long-term care, extended hospital stays, and 
recidivism. Discharges to long-term care, as reported 
in the Statewide Planning and Research Cooperative 
System database, include only patients discharged to 
selected long-term-care facilities (state psychiatric hos- 
pitals, nursing homes, and health-related facilities) and 
exclude patients discharged to residential and struc- 
tured treatment programs (e.g. community residences, 
partial hospitalization, and continuing treatment pro- 
grams). In addition, the accuracy of hospital discharge 
coding has not been established, and many patients 
requiring long-term care cannot be accommodated be- 
cause of bed shortages. As a result, this indicator was 
considered only a partial measure of the need for long- 
term care. Our second measure was hospital stays 
longer than 60 days, which we presumed were evi- 
dence of severity of illness and difficulty in finding af- 
tercare placements. The third measure, recidivism, in- 
cluded patients with three or more admissions per 
year. We believe that this indicator was also underre- 
ported because only readmissions to the same hospital 
could be identified in available databases. Once we 
established a subgroup of patients meeting these utili- 
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zation criteria, we then tested the relationship of the 
utilization behaviors to each other and to selected psy- 
chiatric diagnoses commonly associated with chronic- 
ity (schizophrenia, organic brain disorders, and co- 
morbid medical and substance abuse), using chi-square 
tests, to determine if the cverall mix of factors sug- 
gested the presence of chronic mental illness. 


RESULTS 
Utilization Patterns 


Citywide utilization data before 1985 were not 
available because data sources other than the State- 
wide Planning and Research Cooperative System gen- 
erally include patients hospitalized for alcohol and 
substance abuse among psychiatric patients. However, 
data for adult psychiatric inpatients in the public hos- 
pital system during 1977—1989 revealed major changes 
in utilization patterns. Although the mean daily census 
more than doubled during the 13-year period (from 
581 to 1,189), admissions actually fell by 19% (irom 
20,309 to 16,445), mean length of stay nearly tripled 
(from 10.5 days to 28.4 days), and occupancy rates 
rose from 83% to 104% (data from the New York 
City Health and Hospitals Corporation), Citywide uti- 
lization data for 1985 and 1988 showed similar 
trends: while discharges dropped by 2%, mean length 
of stay increased by 13% (27.4+32.7 versus 24.2% 
28.0 days; t=13.3, df=58,656, p<0.0001). In addi- 
tion, citywide occupancy rates have increased substan- 
tially, from 85% in 1975 to 97% by the end of 1988 
(7, 8). 

As shown in table 1, the citywide increase in mean 
length of stay during 1985—1988 was not evenly dis- 
tributed over all patients. Rather, it was due to signifi- 
cant shifts in the distribution of patients by length-of- 
stay category. Most strikingly, utilization by patients 
with stays longer than 60 days increased significantly, 
while that of patients with stays shorter than 21 days 
declined. It was also notable that by 1988, discharges 
with stays longer than 60 days accounted for more 
than one-third of all psychiatric inpatient days. Al- 
though the concentration of long-stay patients was 
greater in the public system (10% of the discharges 
and 39% of the hospital days in 1988), it was substan- 
tial among private hospitals as well (9% of discharges 
and 31% of hospital days). 

Discharges to long-term-care facilities increased 
from 6% to 10% of discharges and from 10% to 15% 
of days between 1985 and 1988. The increase was 
mostly due to a doubling of the number of patients 
discharged to state psychiatric hospitals (from 1,004 to 
2,110), while the number of patients discharged to 
other facilities increased by 8% (irom 872 to 945). These 
differences were found to be significant at p<0.9001. 

Studies of readmission rates have been limited by the 
lack of a universal patient identifier in the Statewide 
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TABLE 1. Discharges and Days of Hospitalization for Psychiatric Patients in New York City General Hospitals, 1985 and 1988 





Discharges 
1985 1988 

taghal (N=30,382) (N=29,694) 
Stay (days)* N % N 

1-20 17,684 58.2 15,944 
21—40 7,828 25.8 7,948 
41—60 2,842 9.4 2,990 
More than 60 2,028 6.7 2,812 


Days of Hospitalization 


1985 1988 
(N=734,798) (N=814,455) 

% N % N % 
53.7 174,523 23.8 154,226 18.9 
26.8 222,366 30.3 LLII 28.0 
10.0 140,215 19.1 147,352 18.1 

9.5 197,694 26.9° 285,080 35.0 


*All differences in percentages greater than 2% were significant at p<0.0001 according to chi-square tests. 


Planning and Research Cooperative System database 
to track cross-hospital readmissions. However, the 
state and the public hospital system have conducted 
studies of patients readmitted to the same facility. The 
state study (unpublished 1990 study by D. Marek) 
found that the percentage of New York City general 
hospital psychiatric discharges with two or more ad- 


missions within 1 year rose from 24.2% in 1987 to . 


26.4% in 1988, a 9% increase. Rates for the public 
hospital system were somewhat higher (25.4% in 1987 
and 27.6% in 1988) but showed the same rate of in- 
crease. The public hospital system study (unpublished 
1987 study of L.K. Garcia) showed that 7% of patients 
in 1986 had three or more admissions within 1 year 
and accounted for 19% of all patient days. 


Patient Characteristics 


A review of discharges and days by major diagnostic 
categories (schizophrenia, organic disorders, affective 
psychoses, and nonpsychoses) for 1985 and 1988 
showed that patients with organic disorders rose from 
6% to 9% of discharges and from 8% to 10% of days 
between 1985 and 1988. Patients with psychoses 
(schizophrenia and affective psychoses) dropped from 
75% to 72% of discharges and from 79% to 77% of 
days. Nonpsychotic patients represented 19% of dis- 
charges and 13% of days in both years. All changes in 
percentages were significant at p<0.0001. 

The rate of comorbid medical and substance abuse 
diagnoses increased between 1985 and 1988. Al- 
though comorbid substance abuse is known to be un- 
derreported in discharge abstracts (largely because it 
impedes aftercare placement efforts and, by regulation, 
must be confirmed through testing within 30 days of 
discharge), the relative increase shown during the 
study period (from 16% of discharges in 1985 to 23% 
in fiscal year 1983, significant at p<0.0001) appears to 
reflect trends reported by clinicians. The incidence of 
comorbid medical diagnoses rose from 39% to 43% 
(also significant at p<0.0001). 


Incidence of Chronic Mental Illness 
As we have already noted, we were interested in 


estimating the imcidence of chronic mental illness 
among the patient population. As shown in table 2, 
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there was a strong relationship between the utilization 
behaviors suggestive of chronic mental illness and psy- 
chiatric diagnoses and comorbid diagnoses associated 
with chronicity. 

The rate of schizophrenia and organic brain disor- 
ders among patients with utilization-related chronicity 
indicators (multiple admissions were excluded because 
of the lack of comparability with the citywide data) 
was 63%, compared with 43% for patients without 
such indicators. The rate of comorbid medical diag- 
noses was 55% for chronically ill patients versus 42% 
for patients without indicators of chronicity. A review 
of the most frequent medical diagnoses for these pa- 
tients revealed that most were not of a serious enough 
nature to have been the primary cause of excessive 
lengths of stay. Rather, they were evidence of general 
physical neglect or conditions often seen among the 
homeless population in the city (e.g., foot and leg 
infections, anemia, dehydration, hypertension, alco- 
hol-induced convulsions, urinary tract infections, and 
dental caries). The rate of substance abuse was consid- 
erably lower for the chronically ill groups. However, 
this could be due to coding practices because patients 
hospitalized for longer than 60 days are not likely to 
show evidence of drug use and patients successfully 
placed in long-term-care facilities are less likely to be 
reported as drug or alcohol users. 

We also found significant relationships among the 
three utilization-related chronicity indicators. Long- 
stay patients were more likely than shorter-stay pa- 
tients to be discharged to long-term care (20% versus 
9%, p<0.0001) and to have three or more admissions 
per year (28% versus 17%, p<0.0001). 


DISCUSSION 


During the past decade, major changes in utilization 
patterns and patient characteristics have occurred in 
general hospital psychiatry in New York City. Lengths 
of stay have increased, largely due to a growing pro- 
portion of patients with very long stays; admissions 
are down among patients with stays shorter than 3 
weeks; more patients have medical and substance 
abuse complications; and recidivism rates appear to be 
rising as well, ! 

These findings present considerable evidence of a 
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TABLE 2. Relation of Primary and Comorbid Diagnoses to Chronicity for Discharges of Psychiatric Patients in New York City General Hos- 


pitals, 1988 





Long-Term Not Long- 


Care Term Care 
(N=3,055) (N=26,639) 
Diagnosis N % N Ho 
Primary diagnoses 
Schizophrenia 1,536 50 9,308 35 
Organic disorder 463 15 2,103 8 
Total for schizophre- 
nia and organic 
disorder 1,999 65 11,411 43 
Comorbid diagnoses? 
Medical 1,635 $4 11,111 42 
Substance abuse 526 17 6,393 24 


Not Long Multiple No Multiple 

Long Stay” Stay Admissions“ Admissions® 
(N=2,812) (N=26,882) (N=2,961) (N=13,169) 
N % N % N %o N % 
1,363 48 9,481 35 2,024 68 6,104 46 
356 13 2,210 8 92 3 504 4 
1,719 61 11,691 43 2,116 71 6,608 50 

1,607 57 11,139 41 —- — 
428 15 6469 24 — ae 


“All differences greater than 1% were significant at p<0.0001 according to chi-square tests for proportions. 


Longer than 60 days. 


“Three or more admissions per year. Data on multiple admissions were based on a 1985 study of public hospital admissions. 
Discharges with both medical and substance abuse comorbid diagnoses were included in both categories. 


“Data on comorbid diagnoses were not available for these patients. 


growing trend toward the use of general hospital psy- 
chiatric units in New York City to treat chronically ill 
patients. By fiscal year 1988, 35% of all days in these 
units were devoted to patients with long stays (stays 
longer than 60 days, averaging 101.4 days per admis- 
sion). Another 7% of days were attributable to pa- 
tients with shorter stays (60 days or fewer) who were 
discharged to long-term-care facilities. In the public 
hospital system, patients admitted three or more times 
per year (excluding long-stay patients and those dis- 
charged to long-term-care facilities) accounted for an 
additional 8% of days. Altogether, these three groups 
of patients, all of whom had multiple characteristics of 
chronic mental illness, were conservatively estimated 
to account for half of psychiatric days in the city’s 
general hospitals in fiscal year 1988, up from an esti- 
mated 38% in 1985. (We believe that the estimate is 
conservative because the number of patients dis- 
charged to long-term care and those readmitted three 
or more times per year are understated due to limita- 
tions af the databases.) There is further evidence (high 
occupancy rates and reduction in shorter-stay admis- 
sions) to suggest that this growing presence of chron- 
ically ill patients may be denying access to other pa- 
tients in need of acute care. 


Environmental Factors 


The environmental forces—trends in the greater 
mental health service community, reimbursement pol- 
icies, and urban problems—that have contributed to 
these developments are a familiar litany to those in- 
volved in treatment of the chronically mentally ill (9). 
As is true nationally, there has been a major shift in the 
location of psychiatric treatment in New York City 
during the past three decades. From 1965 to 1990, the 
state hospital census in the city dropped by 74%, from 
14,979 to 3,920. The statewide census fell at an even 
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greater rate—82%—from 84,859 to 15,207 (10). As a 
means of achieving the reduction in capacity, state hos- 
pitals have introduced more restrictive admission cri- 
teria that exclude patients with organic brain disor- 
ders, medical complications, and alcohol and drug 
addiction. 

Nursing homes, which nave been a major resource 
nationally for the chronically mentally ill since deinsti- 
tutionalization (6, 11), are far less available in New 
York City than elsewhere. Because New York State 
has strictly regulated the growth of the number of 
nursing home beds, the number of beds per 1,000 peo- 
ple aged 75 and older in New York City has declined 
from 105.3 in 1977 to 90.8 in 1987 (compared with 
129.2 beds nationally) (7). The growing proportion of 
the city’s population in this age group (projected to 
increase by more than 30% during the next 20 years 
[7]); New York State’s reimbursement system for long- 
term care, which assigns relatively low cost intensity 
weights to psychiatric diagnoses; and recent federal 
restrictions on payment for psychiatric treatment in 
nursing homes have all placed the mentally il! at a 
disadvantage in the competition for scarce nursing 
home beds. 

New York City faces a severe shortage of commu- 
nity treatment programs, perhaps intensined by its po- 
sition as a major migration center for the chronically 
mentally ill. According to the New York City Depart- 
ment of Mental Health, during 1980-1989 (the long- 
est period for which citywide outpatient data were 
available), outpatient visits in New York City in- 
creased by 42%, from 1,865,000 to 2,640,000. How- 
ever, three-quarters of the growth in outpatient activ- 
ity was financed by federal and state grant programs 
(e.g., Community Support Services), but third-party- 
reimbursed visits increased by only 12%, from 
1,691,000 to 1,890,000 (data from the New York City 
Department of Mental Health). In 1989, there were 
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only 2,528 community residence beds for the mentally 
ill in New York City (data from the New York State 
Office of Mental Health). 

As is widely acknowledged (12, 13), federal reim- 
bursement policies have been a key force propelling the 
growth and redirection of general hospital psychiatry. 
Both Medicare and Medicaid, which together reim- 
bursed 75% of general hospital psychiatric days in 
New York City during fiscal year 1988, set strict limits 
on payment for care ir. psychiatric hospitals. Medicare, 
which serves geriatric and disabled patients, pays for 
up to 60 days per stay in psychiatric hospitals but 
places no limit on stays in general hospitals. Moreover, 
Medicare has a lifetime limit on benefits. In practice, 
many of the chronically mentally ill exhaust their life- 
time Medicare benefits and become eligible for Med- 
icaid. Medicaid disallows payment for psychiatric hos- 
pital patients (with the exception of persons older than 
64 and younger than 22 years of age). These policies, 
originally intended to promote deinstitutionalization, 
now provide states with powerful incentives to shift 
inpatient care from state psychiatric hospitals to gen- 
eral hospitals. In addition, Medicare and Medicaid set 
low rates for outpatient services, while inpatient rates 
are tied to actual costs. New York State, for example, 
has had a rate limit of $60 per hospital-based outpa- 
tient visit in effect since 1981 (the rate was $55 for the 
previous 5 years) for non-Medicare payers. Studies 
have shown that the actual average cost of hospital- 
based mental health outpatient programs in New York 
City is more than double the reimbursement rate (un- 
published 1989 studies of S.A. Salit). Moreover, this 
rate applies equally to all mental health programs and 
all activities within programs despite major variations 
in treatment modalities and costs. (Beginning in April 
1991, New York State began to address this problem 
by increasing rates for partial hospitalization and con- 
tinuing treatment programs. However, due to the 
state’s fiscal difficulties, not all of these rates apply to 
hospital-based programs.) 

In more recent years, the epidemics of homelessness 
and drug abuse have vastly complicated treatment of 
the chronically mentally ill in the city. During the 


1960s through the early 1970s, when deinstitutional-. 


ization was at its peak in New York State, thousands 
of mental patients found shelter in New York City’s 
single-room occupancy hotels. However, from the late 
1970s through the 1980s, a real estate boom in the city 
eliminated this housing: an estimated 110,000 units of 
single-room occupancy housing, representing 87% of 
the total supply, were lost in New York City during 
1970 to 1982 (14). Cutbacks in federal housing sub- 
sidies during the same period further reduced the over- 
all availability of low-income housing. In 1989, city 
housing officials estimated the vacancy rate for low- 
rent apartments at less than 1%, the waiting period for 
public housing at 10-20 years, and the number of 
homeless persons at 70,000-80,000 (36,000 of whom 
were in city shelters) (15). Studies have estimated that 
one-third of homeless persons in the city, as well as 
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nationally, have serious mental illness (13, 16, 17). 
Although reliable data on the dimension of the drug 
problem among the chronically mentally ill in the city 
are not available, a 1990 public hospital survey (April 
1990 data from the Office of Mental Hygiene, New 
York City Health and Hospitals Corporation) found 
that one-third of patients treated in psychiatric emer- 
gency rooms were believed to be frequent drug users. 


Public Policy Implications 


Further research is needed to understand the treat- 
ment and placement needs of'chronically ill patients in 
the city’s general hospitals. Some observers believe that 
housing alone would prevent:a portion of these hospi- 
talizations. They point out that during the 1970s, 
when single-room occupancy hotels were available in 
the city, general hospital utilization rates were far be- 
low current levels. Others speculate that a second wave 
of deinstitutionalization which began in the 1980s in 
New York State released a much less functional group 
of patients who perhaps cannot maintain themselves in 
the community. Yet another more recently emerging 
group are young, never-institutionalized substance 
abusers for whom treatment approaches are still in the 
experimental stages. 

The second major challenge is to redirect federal and 
state reimbursement policies. At the core of these pol- 
icies is a profound skepticism about the effectiveness of 
community treatment programs, which have been 
widely criticized for “skimming the chronic population 
of the more motivated and functional patients” (18) or 
otherwise failing to engage the most seriously ill (19). 
Finding ways of targeting these programs to the seri- 
ously ill, holding them accountable for achieving out- 
comes, and demonstrating their cost effectiveness will 
be the key to overcoming this skepticism. A potential 
tool for achieving this—use of computerized payment 
databases—has shown promise in New York State. 
New York’s Medicaid payment system recently was 
used to identify the most frequent users of inpatient 
and emergency services in New York City, assign them 
case managers, and monitor their subsequent hospital- 
izations and compliance with outpatient treatment. 
These systems also enable policy makers to understand 
the economic tradeoffs involved in substituting com- 
munity care for hospitalization. This, in itself, may 
present a compelling case for shifting funding priorities 
(e.g., the average cost per admission for “long-stay” 
general hospital patients in New York City in 1988 
was $43,000). | 

In summary, once the treatment needs of chronically 
mentally ill patients in general hospitals are better de- 
fined and techniques for targeting and evaluating com- 
munity services are improved, an appropriate mix of 
services and reimbursement structures to support their 
development can be devised. ' 


§ 
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Relationships Between Requests for Psychiatric Consultations 


and Psychiatric Diagnoses in Long-Term-Care Facilities 


J. Pierre Loebel, M.D., Soo Borson, M.D., Thomas Hyde, Ph.D., 
Dan Donaldson, M. Ed., Craig Van Tuinen, M.D., Terence M. Rabbitt, M.Ed., 
and Edward J. Boyko, M.D., M.P.H. 


Objective: The authors’ objective was to investigate reasons for referral of elderly nursing 
home residents for psychiatric consultation and the relationship of these reasons for referral 
to psychiatric diagnoses. Method: They examined 197 nursing home residents consecutively 
referred to a consulting team in a university-affiliated mental health center.:These patients 
represented all patients evaluated by the consulting team at six nursing homes over a 2-year 
period (Sept. 1, 1984, through Aug. 30, 1986). Results: Reasons for referral were diverse but 
fell into seven broad clusters: behavioral problems; mood-related problems; consultations 
requested by involuntary treatment services, patients, physicians, or other referring agencies; 
psychotic features; physical signs; impaired activities of daily living; and other. Behavioral 
problems were most commonly cited and tended to be associated with dementia diagnoses. 
Mood-related reasons for referral were most strongly associated with diagnoses of affective 
disorders, and diagnoses of schizophrenia and adjustment disorder were each associated with 
two or more reasons for referral. However, reasons for referral were distributed widely 
across diagnostic groups and were relatively weak predictors of diagnoses. Conclusions: The 
results illustrate the variety of problems for which nursing home staff are willing to seek 
psychiatric consultation but emphasize the need for professional psychiatric evaluation to 


establish a diagnostic base on which treatment interventions can be built. 


(Am J Psychiatry 1991; 148:898-903) 


R esearch on psychiatric aspects of nursing home 
care is still scarce (1). Most of the quantitative 
studies performed have focused on establishing the 
prevalence of mental illness among nursing home res- 
idents (2) and on the applicability of diagnostic cate- 
gories to the disorders found in this population. A 
study reported in 1976 (3) found that 85% of 74 pa- 
tients in two skilled nursing facilities had substantial 
psychiatric disorders and that almost two-thirds of 
these disorders had not been diagnosed. A more recent 
investigation (4) reported similar results. 

When nursing home staff seek psychiatric consulta- 
tion, their requests are commonly framed not in terms 
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gress of the International Psycho-Geriatric Association, Chicago, 
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of psychiatric diagnoses but in terms of maladaptive 
behaviors or “target” symptoms that have been trou- 
blesome to the patient, other residents, or the staff of 
the facility. These reasons for referral bear an uncer- 
tain relationship to psychiatric diagnoses (5, 6) and are 
subject to bias of several kinds. Strong emotional re- 
sponses to patients and hidden conflicts among staff 
members are some of the most common of these 
biases. 

Our clinical work in a variety of nursing home set- 
tings suggested to us that appraisals by nursing home 
staff and psychiatric consultants frequently diverge 
broadly. Very different ways of understanding and as- 
sessing patients might impede successful consultation 
and even hinder development of the collaboration be- 
tween psychiatrists and nursing homes that could en- 
hance the care of mentally impaired, dependent pa- 
tients (7, 8). Our aim in this paper, therefore, was to 
examine the relationships between reasons for referral 
and diagnoses and thereby to,make explicit the degree 
of congruence (or divergence) between nursing home 
staff, who draw on a descriptive frame of reference, 
and physicians, who have a syndromal and diagnostic 
frame of reference. : 

i 
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TABLE 1. Characteristics of Six Nursing Homes Given Psychiatric Consultations Over a 2-Year Period 


Number of | Number of 
Facility Type of Facility Description Beds Referrals 
1 Skilled nursing facility Inner city, high percentage of minority patients, exceptional staff 177 52 
sensitivity at all levels 
2 Skilled nursing facility/ Near major hospitals, patients mainly Caucasian, traditional 178 30 
intermediate care facility medical nursing model 
3 Skilled nursing facility/ Sponsored by church, middle-class Caucasian residents, tradi- 211 14 
intermediate care facility tional nursing model, low staff turnover, exemplary physical 
care 
4 Intermediate care facility Near county hospital, patients mainly male, long-term alcoholics a7 11 
5 Skilled nursing facility/ Many younger, chronically psychotic patients; chronic finanaal -250 62 
intermediate care facility and administrative problems, high staff turnover, good physi- 
cal care 
6 Skilled nursing facility/ Chronic financial problems, organizationally weak, staff not 115 18 


intermediate care facility 


We report here the results of a descriptive cross- 
sectional study comparing the reasons for referral for 
psychiatric consultation and the diagnoses made by 
the consulting team. We present data on and evaluate 
relationships among characteristics of the nursing 
homes, demographic descriptions of patients, and clin- 
ical variables. 


METHOD 


The Residential Care Unit of Harborview Commu- 
nity Mental Health Center is a multidisciplinary team 
comprising a psychiatrist, a psychiatric nurse, and ger- 
iatric mental health specialists. It provides on-site psy- 
chiatric services to nursing homes in both consultative 
and direct care modes of practice. The study group, 
197 patients consecutively referred for consultation, 
represents all patients evaluated at six nursing homes 
over a 2-year period (Sept. 1, 1984, through Aug. 30, 
1986). Table 1 provides descriptions of the nursing 
homes, all of which had received psychiatric services 
on a contractual basis from the Residential Care Unit 
over several years before the initiation of this study. 

Diagnostic assessment of patients was performed by 
one of two psychiatrists experienced in the care of the 
elderly (J.P.L. and S.B.), using DSM-III criteria. Where 
multiple diagnoses were made, only the diagnosis 
judged responsible for the presenting clinical problem 
(primary diagnosis) was used in the analysis. 

Reasons for referral were recorded at the time of 
referral by using the actual wording of the referring 
person. Several reasons for each referral were often 
cited. The large number of reasons for referral elicited 
(N=312) was reduced, for use in data analysis, by 
sorting them into seven thematic clusters (appendix 1). 
This classificatory method has been used in other, sim- 
ilarly naturalistic investigations (9) and was readily ac- 
complished by consensus among the five clinicians. 
Each one of the reasons for referral was assigned to 
only one of the seven clusters. 

Pearson product-moment correlation coefficients 
were computed for patient-related variables (demo- 
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graphic characteristics and psychiatric history) and 
reasons for referral. Stepwise logistic regression (10) 
was used to examine the relationship ketween diag- 
noses and reasons for referral. For this analysis, cut- 
come (psychiatric diagnosis) was coded as a binary 
variable. For example, a final diagnosis (e.g., demen- 
tia) was coded 1 if present and O if absent. Because 
only the primary diagnosis for each patient was con- 
sidered, this procedure divided the 197 patients into 
two groups, serially: demented and nondemented, 
schizophrenic and nonschizophrenic, and so forth. 
With reasons for referral constituting the independent 
variables, a stepwise logistic regression analysis was 
performed on each of the major disorders found in the 
study group. Statistical significance for inclusion of in- 
dependent variables in tke model was set at p<0.05. 
Significance of independent variables in the regression 
equation was determined by the likelihood ratio test 
(10). 


RESULTS 


Table 2 presents the characteristics cf the subjects 
and provides a comparison of some of these charac- 
teristics with those of patients in Washington State 
facilities as a whole (11). The mean+SD age of pa- 
tients in the study group was 74.5+14.2 years, and the 
majority were Caucasian. The group studied is not an 
exact reflection of the Washington State profile of 
long-term-care residents: more patients younger than 
75 and more men were referred for consultation than 
are represented in the state profile. Fifty-eight percent 
of the patients in the study group were 74 years old or 
younger, compared with 29% of those in nursing 
homes in general. The usual preponderance of female 
residents was not seen ir. the study group, where men 
outnumbered women two to one. These differences 
may reflect the inclusion of two nursing homes special- 
izing in the care of younger, chronically mentally ill 
persons discharged from state hospitals (facility 1) and 
older chronically alcoholic men (facility 4); 73 (37%) 
of the 197 patients in our study group were referred 
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TABLE 2. Characteristics cf 197 Nursing Home Residents Given 
Psychiatric Consultations and Nursing Home Residents of Wash- 
ington State 


Nursing 
Home 
Study Group Residents 

Characteristic N % (%)* 
Age (years) 

55 and younger 10 5 9 

56—65 39 20 5 

66—74 65 33 15 

75—84 $1 26 32 

85 and older 32 16 40 
Sex 

Men 132 67 30 

Women 65 33 70 
Race 

Caucasian 163 83 —_ 

Black 26 13 a 

Asian 6 3 ae 

Other 2 1 sade 
Education 

12 years or less 148 75 a 

13 years or more 49 25 ae 
Marital status 

Married 18 9 ewe 

Widowed 85 43 —b 

Divorced 47 24 ie 

Never married 31 16 seo 

Single (not otherwise specified) 16 8 Zee 
Previous psychiatric history 

None 96 49 —» 

Treated as outpatient 20 10 > 

Treated as inpatient 24 12 ae 

Treated as inpatient and cutpatient $7 29 ae 


*Source: State of Washington Aging and Adult Services Administra- 
tion (11). 
Data not available. 


from these two facilities. An additional factor may be 
disproportionate referral of male patients because of 
sex differences in the rate of certain behaviors or 
heightened staff concern about behavioral problems 
such as aggressive outbursts when they occur in male 
patients. These variables cannot be examined in detail 
on the basis of currently available data. Nearly half of 
the patients referred had a previous psychiatric history, 
including 15 (48%) of the 31 patients referred for psy- 
chotic features and 21 (30%) of the 69 referred for 
mood-related problems. 

The most common reasons for referral were behav- 
ioral problems, cited for 96 (49%) of the 197 patients. 
Mood-related reasons for referral were given for 69 
(35%), psychotic features for 31 (16%), and unex- 
plained or problematic physical signs for 23 (12%) of 
the patients. Requests for follow-up for an established 
mental disorder or consultation, with no clinical prob- 
lem cited, from another clinician were the reasons for 
referral for 37 (19%) of the patients. Cognitive impair- 
ment, functional disabilities (impaired activities of 
daily living), and adjustment problems were each cited 
as reasons for referral in fewer than 10% of the pa- 
tients. The median number of reasons for referral was 
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two, and the mode was one; two or fewer reasons for 
referral were given for 158 (80%) of the subjects. 

No statistically significant correlations were found 
between reasons for referral and age, education, gen- 
der, marital status, or ethnicity. 

Four groups of psychiatric diagnoses accounted for 
170 (86%) of the patients: 69 (35%) of the patients 
had dementia, including 36 patients (18%) with pri- 
mary degenerative disorders, 26 (13%) with mixed 
types, and seven (3%) with vascular dementias. Major 
and organic affective disorders and anxiety disorders 
were found in 38 (19%) of the patients, adjustment 
disorders in 32 (16%), and schizophrenia or paranoid 
disorder in 31 (16%). Active substance abuse disorders 
were diagnosed in 10 (5%) of the patients and delirium 
or acute confusional states in three (2%). No diagnosis 
could be made in 14 (7%) of the patients; this includes 
some individuals with no disorder and some for whom 
a definitive diagnosis was obscure and had to await 
longer follow-up. 

Correlations between diagnoses and reasons for re- 
ferral were modest. Statistically significant correla- 
tions, both negative, were found for mood-related rea- 
sons for referral with dementia (r=~—0.14, df=67, 
p<0.05) and with schizophrenia or paranoid disorders 
(r=—0.26, df=67, p<0.01). This result suggests that 
affective complications of dementia and schizophrenia 
or paranoid disorders may be uncommon in the long- 
term-care facilities participating in this study. Alterna- 
tively, it may mean that affective signs and symptoms 
are overlooked by staff or not seen as justifying con- 
sultation and treatment. 

Stepwise logistic regression analysis identified sig- 
nificant reasons for referral predictors for each of the 
four major diagnostic groups. (table 3). For subjects 
referred for behavioral problems, the odds of having a 
dementia diagnosis were nearly three times as high as 
the odds of having another psychiatric diagnosis. The 
odds that a patient referred for a mood-related prob- 
lem would receive an affective or anxiety diagnosis 
were three and a half times the odds of receiving an- 
other diagnosis. For diagnoses of adjustment disorder, 
having more than one reason for referral significantly 
predicted diagnosis: the odds of having a diagnosis of 
adjustment disorder were three and a half times higher 
in patients referred for mood problems or physical 
signs; the combination markedly increased the odds. 
The odds of having a diagnosis of schizophrenia or 
paranoid disorders were higher for patients referred 
for psychotic features than they were for patients 
referred for mood-related reasons and behavioral 
problems. 

The results of logistic regression yielded models of 
prediction of diagnoses from reasons for referral that 
were generally in the expected directions but not nec- 
essarily very powerful. The reasons for this are shown 
in table 4, which shows the spread of reasons for re- 
ferral cited by staff for each diagnostic group. Each 
diagnosis generated a wide array of reasons for refer- 
ral. For example, although 45 of the 69 patients with 
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TABLE 3. Stepwise Logistic Regression Analysis of Associations Between Reasons for Referral for Psychiatric Consultation and Diagnosis 


for 197 Nursing Home Residents 


Relative 95% Confidence 

Diagnosis Significant (p<0.05) Predictors Odds Limits p 
Dementia Behavioral problems 2.8 1.5-5.1 C:.0008 
Affective and anxiety disorders Mood-related problems 6 1.7-7.6 C.0006 
Adjustment disorder Mood-related problems 3.6 1.6-8.0 <0.02 

Physical signs 3.6 1.3-9.5 

Mood-related problems plus physical signs 12.6 2.1-76.4 
Schizophrenia and paranoid Mood-related problems 0.1 0.04-0.5 <0.03 

disorders Psychotic features 4.5 1.8-11.3 
Behavioral problems 0.4 §.2-0.1 


TABLE 4. Relation Between Diagnoses and Reason for Referral for Psychiatric Consultation for 197 Nursing Home Residents 


Affective Schizophrenia 
and and 
Anxiety Adjustment Paranoid 
Dementia Disorders Disorder Disorders Other? 
(N=69) (N=38) (N=32) (N=31) (N=27) 
Reason for Referral? N %o N % N % N %o N % 
Behavioral problems 45 65 13 34 13 41 11 36 14 51 
Mood-related problems 16 23 23 61 21 66 2 6 7 25 
Consultation requested 10 15 9 24 5 16 8 26 5 18 
Psychotic features 7 10 5 13 0 0 14 45 5 19 
Physical signs 6 9 4 1i 9 28 1 3 3 11 
Impaired activities of daily living 6 9 1 3 4 13 0 0 2 8 
Other! 19 27 5 13 8 25 8 26 3 11 


There were 312 reasons for referral; each subject could be given more than one reason for referral. 
Includes patients with diagnoses of substance abuse and confusional states, patients undiagnosable with available information, and those with 


no discrder. 


“Includes clusters for cognitive impairment, adjustment problems, suicidal acts and/or ideation, and unclustered reasons for referral. 


a diagnosis of dementia were referred for reasons in 
the behavioral problems cluster, 20 were referred for 
mood-related reasons; dementia generated reasons for 
referral in every other category as well. Of the 38 pa- 
-tients with diagnoses of affective and anxiety disor- 
ders, 23 were referred for mood-related reasons. How- 
ever, many patients in this diagnostic group were 
referred for behavioral problems and psychotic fea- 
tures and, to a lesser extent, for problems in the re- 
maining clusters. Of the 32 patients with a diagnosis of 
adjustment disorder, the majority were referred for be- 
havioral problems, but many were also referred for all 
of the other reasons except psychotic features. Many 
of the 31 patients with diagnoses of schizophrenia or 
paranoid disorders were referred not only for psy- 
chotic features but for behavioral problems as well. 
The relatively small group of patients with a diagnosis 
of substance abuse also had a variety of reasons for 
referral, most commonly behavioral problems (data 
not skown; included in other diagnoses). 


DISCUSSION 


To our knowledge, this study is the first to offer an 
examination in detail of the problems for which nurs- 
ing home staff seek assistance from psychiatric consult- 
ants in managing patients and the relationship between 
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behaviors of concern to such staff and psychiatric di- 
apnoses. Several broad conclusions emerge from this 
analysis. First, nursing home staff members whe have 
experience in working with a consulting team will 
make referrals for a wide array of problems, including 
mood changes, confusion, apathy, impaired self-care, 
and aggressive outbursts. This range speaks to the ca- 
pacity of many nursing home staff members to make 
detailed and often subtle observations of their patients 
and to their willingness to seek advice and assistance 
when problems arise. 

Second, these observations, although often descrip- 
tively rich, cannot serve as proxies for psychiatric di- 
agnoses. Relationships between reasons for referral 
and formal diagnoses, expressed as correlations or as 
relative odds, indicate that reasons for referral are only 
modest predictors of diagnoses. Although this finding 
may come as no surprise to well-trained psychiatrists, 
it has important implications for psychiatric services 
planning in this still-isolaced and underserved sector of 
the health care system. It may help to explain tke sub- 
stantial mismatch between psychiatric needs of nursing 
home patients and the care they receive for their be- 
havioral and emotional problems (12). For example, in 
the many nursing homes where psychiatric consulta- 
tion is only minimally available (if at all), staff reports 
may be the only data on which treatment decisions are 
based. This, in turn, may foster “shotgun” psycho- 
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pharmacological interventions that satisfy neither cur- 
rent guidelines for treatment of the mentally ill nor the 
individual needs of patients. Several sources attest to 
widespread misuse of psychotropic medication in nurs- 
ing homes (5, 12, 13). 

An additional implication of our results is that psy- 
chiatric diagnoses do not substitute for primary infor- 
mation from staff about patient behavior. Diagnostic 
assessment and detailed staff reports provide comple- 
mentary, if overlapping, information, and both are 
necessary for the development of comprehensive treat- 
ment plans that will be understood, accepted, and re- 
liably implemented by institutional caregivers, who 
bear the primary responsibility for long-term care of 
patients. The realities of being aged, ill, and dependent 
on others for care create a degree of clinical complexity 
that is not captured by diagnostic categories but is 
better conveyed by the varied and impressionistic lan- 
guage used by nursing home staff (appendix 1). Fur- 
ther, not all disturbances for which staff seek assis- 
tance from psychiatry can be readily attached to a 
definite psychiatric diagnosis. In our study group, 
nearly 10% of the patients were considered incom- 
pletely diagnosable on the basis of clinical information 
available in records and at the bedside. 

Our data suggest that the problems for which psy- 
chiatric consultations are sought are similar across di- 
agnostic categories and arise from the interaction of a 
broad range of emotional, cognitive, behavioral, and 
illness-related factors in the context of caregiving rela- 
tionships. This contrasts with the observation that be- 
havioral problems, especially socially disruptive and 
aggressive acts, markedly outweigh all others that lead 
to referral (9). Although behavioral problems were a 
major source of reasons for referral, accounting for 
nearly half of all patients referred (table 4), mood- 
related problems led to referrals for one-third of the 
patients. Furthermore, new-onset psychiatric disorders 
complicating dementia and chronic medical illness are 
not easily distinguished from conventional chronic 
mental illnesses by the problems they present for care- 
givers. According to our findings, diagnoses per se do 
not appear to be an adequate basis for segregating 
elderly nursing home patients who are chronically 
mentally ill into diagnostically defined facilities. 

Finally, the observation that nearly half of the pa- 
tients had a previous psychiatric history serves as a 
reminder of the persistently disabling effects of severe 
mental illness even in this era of active pharmacother- 
apy and points to the role of the nursing home in pro- 
viding continuing care of the chronically mentally ill 
(14). 

Nursing homes serve a vital function in the health 
services system, caring for patients who have a wide 
variety of chronic disabilities requiring assistance. The 
number of patients in nursing homes will continue to 
grow in response to demographic pressures in the pop- 
ulation, particularly the rapid increase in the propor- 
ticn of the very old (15). The demand for psychiatric 
services for this population is expected at least to keep 
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pace. The complexity of problems encountered in the 
unique clinical environment of the nursing home is 
likely to frustrate or intimidate psychiatrists who do 
not have training in this setting and to contribute to 
continuing difficulties in supplying the need for serv- 
ices in the long-term-care setting. Substantial revisions 
of training to include exposure to the patients and staff 
in nursing homes are essential if psychiatrists are to be 
prepared to meet this demand. 
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APPENDIX 1. Reasons for Referral for Psychiatric Consultation in 
Six Nursing Homes: Thematic Clusters and Their Components 


A. Behavioral problems 

1. Impeding care: inappropriate, bizarre, disinhibited, 
bothersome, demanding, wandering, intrusive, fecal 
soiling, smearing, wants to leave nursing home, re- 
fuses care, refuses medication, dependent, refuses 
food and/or drink, smoking problem, problem not 
otherwise specified 

2. With agitation: EE E accident, uncontrol- 
lable, agitation not otherwise specified 

3. With hostility: threats and/or acts of violence, com- 
bative, angry, irritable, explosive, racist remarks, abu- 

$ 
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sive, history of hostility, unpredictable, escalating an- 
ger 

4, With intrusive vocalization: yelling, screaming, curs- 
ing, complaining, moaning 

5. With ial withdrawal: seclusive, reclusive, unmo- 
tivate 


B. Moad-related problems 


1. Depression 
a. Crying, hopeless, helpless, emotional lability 
b. Related to loss of speech, blindness, renal failure, 
amputation, physical deterioration 
c. Related to nursing home placement 
d. History of depression, bipolar affective disorder 
e. Not otherwise specified 
£ Grief and/or bereavement reaction secondary to 
death of spouse, other losses, or adjustment to 
physical illnesses 
2. Anxiety 
a. Related to nursing home placement 
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b. Related to renal failure 
c. Not otherwise specified 

3. Suicidal act and/or ideation: at risk of suicide, talks of 
suicide, suicide attempt, self-destructive behavior not 
otherwise specified 


. Consultation requested by involuntary treatment serv- 


ices, patient, physician, or other referring agency 


. Psychotic features 


1. Symptomatic: hallucinations, delusions, paranoid at- 
titude 

2. History of schizophrenia, paranoia, manic-depressive 
psychosis, psychosis not otherwise specified 

3. Deterioration in level of psychosis 


. Physical signs: insomnia, weight loss, poor appetite, in- 


continence, falling, failure to thrive, tardive dyskinesia 


F. Impaired activities of daily living: refuses activities, poor 


self-care 


. Other: delirium, confusion, wishes to leave nursing 


home, failure to thrive 
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New York Under the Rivers Decision: 
An Epidemiologic Study of Drug Treatment Refusal 


Julie Magno Zito, Ph.D., Thomas J. Craig, M.D., M.P.H., 
and Joseph Wanderling, M.A. 


Objective: To determine the characteristics of cases of drug treatment refusal under the 
Rivers decision, which mandated court adjudication of such cases, the authors made a retro- 
spective study of ail applications for court review during 1 year in New York State inpatient 
facilities. Method: Sociodemographic and clinical characteristics of these 473 cases were com- 
pared with those of the 41,535 cases during the same period in which no court review was 
requested. Results: A 1% prevalence of applications requesting court review for nonemergency 
administration of medication over objection was found. The patients who refused medication 
were more likely than the comparison patients to have a crime-associated commitment status, 
a diagnosis of schizophrenia, and fewer previous hospital days, and they were more likely to 
be discharged. Medication refusers for whom applications for court review were submitted 
had relatively longer hospitalizations than the rest of the patients. Almost one-third of the 
applications submitted were withdrawn before court hearings, yielding a 0.7% prevalence of 
court-reviewed applications. Ninety-two percent of these applications for medication over 
objection were approved with virtually no change in the requested orders. Conclusions: The 
study findings demonstrate that a front-end judicial determination of competency to refuse 
medication results in a time-consuming procedure which fails to ensure real due process or 
provide individualized alternative treatment. A two-tier system with in-house clinical review 





preceding judicial review is proposed to remedy the deficiencies of the current system. 


(Am J Psychiatry 1991; 148:904-909) 


O- the past decade, the right of psychiatric inpa- 
tients to refuse treatment, particularly psy- 
chotropic medications. has continued to be the subject 
of heated debate in both legal and clinical arenas. Before 
the late 1970s, involuntary administration of these 
medications was considered the prerogative of the treat- 
ing psychiatrist by virtre of the legal authority conferred 
by the involuntary commitment laws. However, as the 
scope of involuntary commitment was narrowed by pa- 
tients’ civil rights determinations, this presumed clinical 
authority was brought into question. A series of court 
decisions, such as Rennie v. Klein, Rogers v. Okin, and 
Rivers v. Katz, ensued, and these upheld psychiatric pa- 
tients’ First, Eighth, and Fourteenth Amendment rights 
to refuse involuntary medication, regardless of commit- 
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ment status, at least until due process procedures are 
completed. . 

Due process procedures generally fall into two cate- 
gories, which Appelbaum (1) has described and labeled 
“rights-driven” and “treatment-driven.” Rights-driven 
approaches take the form of court adjudication pro- 
grams aimed at determining the patient’s mental com- 
petence to decide whether to accept medication. In these 
programs, the adequacy and appropriateness of the pro- 
posed medication regimen have generally been a secon- 
dary issue. In contrast, treatment-driven approaches 
have relied on clinical review (usually in-house), whiz 
has been more focused on the appropriateness of the 
proposed medication regimen: for the patient’s clinical 
state. This approach pays relatively little formal atten- 
tion to the issue of competency, which is considered to 
be a judicial determination. 

An attempt to reconcile these two divergent due proc- 
ess approaches to patients’ refusal of medication was 
embodied in the Rivers v. Katz decision (2) in New York 
State in 1986. Before the decision, a treatment-driven 
procedure involving a series of clinical reviews by both 
in-house and consultant psychiatrists was used as the 
basis for an administrative decision regarding involun- 
tary medication. In the Rivers decision, the court held 


; 
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that the patient’s constitutional right to self-determina- 
tion required a formal court hearing to determine the 
question of competency to refuse treatment before in- 
voluntary treatment could be administered. However, 
the court also asserted its right to rule on the appropri- 
ateness of the proposed medication regimen itself (Riv- 
ers decision, section II-B, paragraph 4), thus inserting a 
judicial presence into the treatment process, beyond the 
issue of competency. In this decision, for the first time, 
a synthesis of the rights-driven and treatment-driven ap- 
proaches was attempted. 

This report presents the results of an epidemiologic 
study of the first year of experience under the Rivers 
ruling in which data from all New York State Office of 
Mental Health adult psychiatric centers were examined. 
The study was undertaken to determine the extent to 
which this decision has resulted in a merging of the two 
approaches and to estimate the benefits and costs of this 
system so as to provide information for further refine- 
ment of the process. 


METHOD 


Following the Rivers decision by the New York State 
Court of Appeals, the New York State Office of Mental 
Health’s Office of Counsel in conjunction with the 
Clinical Deputy Commissioner’s Office developed a 
procedure for processing applications for treatment 
over objection, which was implemented in July 1986. 
Using information from this process, we conducted a 
1-year survey (Nov. 1, 1986, through Oct. 31, 1987) of 
all New York State adult psychiatric (N=22) and foren- 
sic (N=3) facilities to determine the number of such ap- 
plications for court review and the administrative time 
factors and decisions related to the court review. In the 
study year, 473 patients had 481 hospital admissions 
during which they were the subjects of 499 applications. 
Of these patients, 95% (N=451) were the subjects of 
single applications, 4% (N=20) were the subjects of two 
applications each, and the remaining two patients had 
three and five applications, respectively, made on their 
behalf. 

After the initial survey, three records were obtained 
for each subject of an application: 1) the physician’s 
request for treatment over objection, 2) the final order 
of the court, and 3) pertinent medication administration 
records. Additional computerized records related to so- 
ciodemographic and discharge data for all patient epi- 
sodes in the study year throughout the system were ob- 
tained from a centralized database so as to calculate the 
prevalence of refusal of medication and to compare re- 
fusers who were the subjects of court applications with 
all other patients. 

The physician’s request for treatment over objection 
is a semistructured questionnaire that collects the fol- 
lowing clinical information relevant to the issue of the 
patient’s current drug treatment: past history, diagno- 
sis, clinical course, expected benefits and risks of drug 
treatment, patient’s capacity to make an informed deci- 
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sion and to object to treatment, and likelihood of dan- 
gerousness. The procedure for requesting court review 
and its origin were described in an earlier report (3). 

For the present report we examined the prevalence, 
temporal factors, seven sociodemographic and clinical 
factors, and treatment outcome of cases in which pa- 
tients who refused medication became the subjects of 
applications for court review. To characterize the tem- 
poral pattern related to the processing of applications, 
we determined the time to refusal (from the date of ad- 
mission to the date of the application for medication 
over objection) and time to action (from tne date of the 
application to the date of the court review or with- 
drawal of the application). The patients’ most recent 
DSM-III axis I diagnoses were grouped in four catego- 
ries: schizophrenia, affective disorders, atypical psycho- 
sis, and organic/other. Patients were classified as having 
an acute disorder if there had been fewer than three 
previous episodes or fewer than 730 days of previous 
hospitalization. Discharge status was categorized as 1) 
discharge with or without follow-up referral to an out- 
patient service, 2) transfer, 3) death, or 4) continuation 
of inpatient status. Length of stay was ccmputed from 
the date of admission to the date of discharge or Oct. 
31, 1988 (1 year from the end of the study interval), 
allowing 1 vear of follow-up for all cases. 

To compensate for the large size of the comparison 
group (more than 41,000 patients), goodness-of-fit chi- 
square procedures (4) were used. Specifically, since the 
comparison group was large, the proportions in each 
category were viewed as “true” values. The goodness- 
of-fit test determined whether the proportions in the re- 
fusers’ group were equal to these “true” values. 


RESULTS 


During the 1-year study period, 481 admissions in- 
volved applications for involuntary administration of 
medication, representing approximately 1% of all ad- 
missions (N=49,408). 

In the comparison of patients for whom applications 
for court review were made (N=473) with thase for 
whom no court review was requested (N=41,535), sev- 
eral significant differences emerged. The patients who 
refused medication were more likely to be 30-59 years 
of age (y7=66.94, df=3, p<0.0001), to have been admit- 
ted involuntarily or by criminal commitment (,2= 
190.21, df=2, p<0.0001), to be designated as acutely ill 
(y*=10.42, df=1, p<0.0001), to have a diagnosis of ma- 
jor psychosis (y2=86.83, df=3, p<0.0001), and to have 
been hospitalized for 91 days to 2 years (x2=465.60, 
df=6, p<0.0001). One year after the end of the study 
year, significantly more refusers had been discharged 
(71% versus 61%; 72=38.00, df=4, p<0.005), but non- 
refusers who were discharged were three times more 
likely to have been discharged within 90 days of admis- 
sion (y2=241.60, df=1, p<0.0001). The highest rate of 
refusal of medication occurred among patients on crimi- 
nal commitment status and among those hospitalized 
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for 6 months to 1 year (both groups had a refusal rate 
of 3%). 

The mean+SD time from admission to refusal of medi- 
cation was 461+1640 days (range=0-14,607 days; me- 
dian=63 days), indicating a very skewed time pattern. 
Seven admissions dating back to the 1950s explain the 
upper outliers, while 75% of the applications occurred 
within 7 months of admission. The time to action 
ranged from 1 to 547 days, with the majority (58%) of 
the 499 cases being resolved within 1 month of the ap- 
plication. Another 25% were resolved in 1-2 months, 
10% required up to 90 days, and the remaining 6% 
took 91-547 days. 

Nearly one-third (N=141) of the applications were 
withdrawn before court review. Unfortunately, the rea- 
sons for withdrawal could not be ascertained from the 
records reviewed for this study. The mean+SD time to 
action was somewhat longer for the applications that 
were court reviewed than for the applications that were 
withdrawn (38.3+40.4 versus 33.4+49.9 days; t=0.85, 
df=210.4, n.s.). Most .ong delays occurred among the 
court-reviewed cases; however, these delays occurred 
for only 6% (N=30) of the applications. Thus, the time 
to process applications did not provide an adequate ex- 
planation for withdrawal. 

The 135 patients for whom applications were with- 
drawn were twice as likely as the 338 patients for whom 
applications underwent court review to be discharged 
without follow-up (5C%, N=68, versus 26%, N=90; 
42=28.19, df=4, p<0.0001), and they had a higher pro- 
portion of shorter current hospital stays (1-180 days): 
55% (N=75), compared with 34% (N=116) in the 
court-reviewed group (y*=32.71, df=5, p<0.0001). The 
discharged subjects of withdrawn applications (N=107) 
had a significantly shorter mean+SD hospital stay than 
did those of court-reviewed applications (N=222) 
(2004189 versus 2674228 days; t=2.80, df=249, 
p<0.01). Hospital stays of less than 90 days occurred 
three times more frequently for patients whose applica- 
tions were withdrawn (29%, N=40) than for patients 
whose applications were reviewed by the court (9%, 
N=32), regardless of differences in age, legal status, 
chronicity, and diagnosis. 

Of the 499 applications for court review, 358 (72%) 
were reviewed by the courts. The physician’s request for 
involuntary medication was approved by the court on 
the initial request in 91% (N=326) of the cases. Sub- 
sequently, five of the denied cases were resubmitted and 
approved, resulting in an overall approval rate of 92%. 

To ascertain the impact of court approval on the 
medications requested, we examined the final orders of 
the courts. We found that among the 326 cases in which 
we could document specific medication orders, 96% 
(N=313) had no change from the requesting doctor’s 
medication orders; 87% (N=284) were for an antipsy- 
chotic (neuroleptic) agent. In about 20% of these 
requests to use antipsychotic drugs, the agent and dose 
were not specified. Tke rank order of the most fre- 
quently requested antipsychotics was fluphenazine 
(26%), haloperidol (20%), chlorpromazine (6%), thio- 
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thixene (6%), and thioridazine/mesoridazine (5%). 
Lithium was the first drug listed in 30 applications, and 
other psychotropic agents (e.g., lorazepam, antidepres- 
sants, and carbamazepine) were the primary agents 
listed in 10 applications. Laboratory tests were re- 
quested in two cases, and six applications involved 
drugs for medical conditions. 

In the cases in which applications were denied 
(N=28), refusal of medication occurred later in the pa- 
tients’ hospitalization than it did in the approved cases, 
although the difference was not significant (72242319 
days and 424+1435 days, respectively; t=0.67, df=29, 
n.s.). In reviewing the time to action, we found that the 
22 applications (6%) which required the most time (91— 
547 days) were more likely to receive decisions denying 
the physician’s request (there was a trend toward sig- 
nificantly greater mean+SD time to action for denied 
than for approved applications: 70.1+103 versus 35.2 
28 days; t=1.78, df=27, p<0.09). 

Comparisons of the approved and denied cases on 
sociodemographic and clinical variables revealed that 
significantly more women (64%, N=18) than men 
(36%, N=10) were the subjects of denied applications 
(y2=7.45, df=1, p<0.006), but there were no differences 
in age, ethnicity, legal status at the time medication was 
refused, diagnostic group, discharge status at follow-up, 
or length of hospitalization. Although the absolute 
number of denied applications was too small for making 
generalizations, it is worth noting that patients for 
whom applications were denied had hospital stays of 
less than 90 days twice as frequently as patients for 
whom applications were approved. 


DISCUSSION 


A discussion of the epidemiology of refusal of psychi- 
atric drug treatment begins with prevalence, but estima- 
tion of this statistic depends on how it is operationally 
defined. When the number of applications for court re- 
view is used as the criterion, a 1% rate of refusal of 
medication is typical. The 1% rate of application to the 
courts (with a 0.7% rate of court-decided cases) state- 
wide that we found in this study is consistent with 
earlier findings in court-review programs involving 
Massachusetts forensic patients (5) and in three sin- 
gle-facility studies in New York (1, 6, 7), The prevalence 
rises to nearly 2% when it is estimated as a proportion 
of the involuntary population, the immediate popula- 
tion at risk for refusal of medication. This narrow spec- 
trum of refusers may be the sickest individuals, those 
most threatening to patient/staff safety, or those for 
whom applications are most likely to be favorably re- 
viewed (e.g., those with criminal status). Alternatively, 
the low prevalence may simply reflect the aversion of 
some physicians to participating in judicial proceedings. 

While the prevalence rate of refusal of medication in 
this survey was virtually identical to the rates reported 
for other rights-driven programs, it was substantially 
lower than the rates reported for pioneer in-house clini- 
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cal review (e.g., 17% in the original Minnesota treat- 
ment review panel approach [8]) and the 7% rate in the 
recent prospective clinical study by Hoge et al. (9), both 
of which were primarily treatment-driven. Treatment- 
driven approaches identify a greater proportion of non- 
compliance with psychotropic regimens, which is gen- 
erally believed to have a prevalence of as much as 50% 
in the chronically psychotic population (10). Thus, the 
front-end court procedure, which is primarily based on 
a competency determination, has reduced the likelihood 
of achieving the clinical goal of ensuring appropriate 
treatment-decision review (e.g., regarding neuroleptic 
dosage, drug combinations, and longitudinal monitor- 
ing) for the majority of potential refusers in the absence 
of a preceding or parallel treatment-driven adjudication 
program. 

The more frequent use of court adjudication for phar- 
macotherapy of patients with criminal commitment 
status suggests the need for more intensive investigation 
of the use of medication for such patients, since there is 
little published material on this topic. Such research is 
particularly critical in view of the recent Supreme Court 
ruling in Washington v. Harper (11). When a criminal 
patient refuses medication, is the case more likely to be 
referred to court because he or she is a greater threat to 
the staff and the other patients? Competing explana- 
tions are 1) that patients who refuse medication are gen- 
erally perceived as a greater risk, as was seen in a com- 
parison of Minnesota refusers and consenters (12), and 
2) that the staff may be motivated to apply for court 
review because of the greater expectation of a favorable 
outcome when the patient’s record indicates crime-as- 
sociated mental illness. 

Regarding the time pattern of court review, time to 
refusal of medication is a complex process involving the 
interaction of the individual patient, illness factors, drug 
treatment, and the therapeutic alliance. Interestingly, 
while the majority of refusals occurred during the first 
few months of the patients’ current admissions, a sub- 
stantial minority (more than 25%) occurred later in the 
hospital course. The reasons for this phenomenon re- 
main speculative at present but are worthy of further 
study. For example, do these later refusals represent 
rupture of previously functioning therapeutic alliances, 
the exacerbation of chronic psychosis, or, conversely, 
clinical improvement in previously compliant patients 
who now may have a greater capacity to object to treat- 
ment which was previously accepted passively? Passive 
acceptance of therapy is emphasized by Winick (13) in 
the current dialogue on patients’ capacity to give in- 
formed consent or refuse treatment; due process may 
inadvertently result in the application of higher stand- 
ards for the patient who refuses medication than for the 
one who does not. Overall, our findings suggest the need 
for more intensive clinical examination of the process 
leading to refusal, in order to identify factors that may 
be amenable to a treatment-driven adjudication process 
before the need to initiate a court application. This use 
of a treatment-driven process before application to the 
courts might permit the maintenance of a therapeutic 
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alliance (or point out the absence of such) and obviate 
the need for court adjudication, with its attendant de- 
lays and virtually inevitable adversarial intrusion into 
the subsequent course of treatment. 

Time to action is a variable more indicative of the 
relative efficiency of the clinical and legal administrative 
processes and includes factors involved in decisions to 
withdraw applications. In the present study, mean time 
to action averaged slightly more than 1 month, with no 
significant difference between applications that were re- 
viewed and those that were withdrawn, suggesting that 
withdrawal may occur as an 11th-hour decision by the 
patient, the clinician, or both to seek other means of 
resolving the treatment impasse. In any event, the 30 
days or more during which treatment is presumably at 
a halt pose a significant cost in terms of treatment re- 
sources. In the present study, the delay caused by this 
waiting period would represent more than 15,000 po- 
tentially avoidable hospital days for this group of pa- 
tients who were the subjects of court review applica- 
tions in 1 year. Virtually all of the delay is caused by the 
delay in scheduling and halding a court hearing. The 
relative inefficiency of this process may be contrasted 
with treatment-driven clinical review (8), which rarely 
exceeded 1 week to resolution. In terms of state hospital 
resources, the addition of 15,000 hospital treatment 
days in 1 year would result in an annual systemwide 
cost of more than $3.4 million (personal communica- 
tion from D. Nonia, Director of Bureau of Costing and 
Rate Setting, Finance Division, New York State Office 
of Mental Health, July 1990). To the cost of lengthening 
the hospitalization of refusers one must edd the time 
and expense of court preperation and appearances for 
both the clinical team and the legal representatives of 
the patient and of the hospital. 

From the perspective of the patient and che staff, the 
30-day delay in initiation of treatment often means con- 
siderable unnecessary suffering, with the ongoing po- 
tential for physical harm to both patients and staff, as 
noted by Hoge et al. (9). This is an additional drawback 
to the rights-driven process and could be seen as a vio- 
lation in itself of the patient’s right to due process. Fur- 
ther study is needed to determine the cause and effect of 
the outlier situations in which the time to action ex- 
ceeded the 30-day average, particularly the 16% requir- 
ing more than 2 months for action. 

The high proportion (28%) of applications with- 
drawn before court review represents a substantial ex- 
penditure of time and paperwork with dubious benefit. 
Withdrawn applications are an important considera- 
tion in developing a model for pharmacological due 
process. Anecdotal reports of reasons for withdrawal of 
applications include instances in which patients agreed 
to take the medication, in which they lacked motivation 
to persist because they did not expect a satisfactory de- 
cision (14), and in which the prescribing doctor felt 
medication was no longer necessary. In cases of this last 
kind, the medication may not have been required be- 
cause the patient left the hospital against medical advice 
or was discharged. Currently, there is no indication 
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whether there was any clinical resolution following 
these withdrawals. The earlier discharge of patients 
whose applications were withdrawn and their greater 
frequency of discharge without follow-up are consistent 
with the clinical impression that when an application is 
withdrawn from the review process, the result is rapid 
discharge of the patient, which may imply little or no 
clinical benefit. In addition, these patients may have left 
a facility without consent (escaped) or been discharged 
without aftercare arrangements, both of which are in- 
dicative of an unresolved clinical episode. It would be 
most ironic to find that court review is perceived by 
these patients as an incentive to leave the hospital with- 
out consent. Informal interviews with some of the more 
articulate patients and the almost complete approval of 
forced medication by the courts in this sample support 
the notion of a bleak patient perspective on court re- 
view. 

In reviewing the medication requests, the courts sim- 
ply agreed with the requested medication orders, and 
these often involved maximum dose ranges as stated in 
the product information. Furthermore, court directions 
lacked explicit specifications for longitudinal monitor- 
ing of response or side effects. Typically, an order was 
approved for the duration of the commitment period. 
For example, approval was given for 6 months of drug 
therapy with a high-potency agent such as haloperidol 
in the widest possible dose range within the limits ap- 
proved by the Food and Drug Administration {1-100 
mg/day). Such requests occurred despite growing re- 
search evidence of equivocal benefits and substantial 
risks at doses at the high end of the range (15). Some 
court-approved applications included the addition of 
Crugs (e.g., carbamazepine, propranolol) for unspeci- 
fied indications. These data suggest that court review 
fails to meet the Rivers standard of narrowly tailoring 
crug therapy to individual patients’ clinical needs, with 
cngoing review of risks and benefits (2). Overall, the 
use of antipsychotic agents followed the pattern ob- 
served in this population before the Rivers decision (16). 

In summary, the first year’s experience with the Rivers 
decision has producec mixed results with respect to the 
two goals of the system. The legal goal of ensuring a 
judicial review of competency to refuse treatment ap- 
rears to have been technically achieved, at least for the 
0.7% of the patient population whose cases received a 
court hearing. However, questions remain regarding the 
“due process” afforded patients whose cases were with- 
drawn before a hearing and patients whose refusal of 
medication failed to reach the court-application stage. 
Treatment-driven systems tend to provide an avenue for 
refusal to a much larger proportion of patients, some of 
whom will have their right to refuse upheld, assuming 
that external expertise is available for a serious clinical 
review. When failure occurs in this arena, the patient’s 
right should be further articulated and negotiated, and 
court review should be undertaken. The court-driven 
system, including that under Rivers, is used relatively 
rarely and, it seems, almost exclusively for cases in 
which the legal outcome is clear, namely, where a de- 
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termination of incompetence to refuse medication is vir- 
tually assured. Whereas refusers in the treatment-driven 
system in Minnesota, described earlier (17), had a one- 
in-three chance of having their refusal upheld by the 
internal review process, there was less than a 10% prob- 
ability of this in the present study. Unfortunately, the 
treatment-driven approach was undermined in 1988 by 
the Minnesota Supreme Court decision in Jarvis v. 
Levine (18), which found that the internal review was 
insufficient to protect the patient’s right to refuse treat- 
ment; a clinical director had medicated a patient despite 
the review panel’s recommendation to the contrary. 
This failure points out the need for access to judicial 
review at some level. The Jarvis decision notwithstand- 
ing, in-house treatment review is the most viable ap- 
proach to sorting out the complex of illness, side effects, 
and dissatisfaction with drug therapy. Furthermore, 
when the delay of a month or more in obtaining a court 
hearing is added to the limited outcome from the pa- 
tient’s perspective, a case could be made that patients’ 
rights are more violated than upheld in the rights-driven 
system, to say nothing of the increased expenditure of 
treatment and legal resources to implement what ap- 
pears to be a pro forma exercise. 

With respect to the clinical goal of the Rivers decision, 
namely, the review and monitoring of the appropriate- 
ness of the proposed treatment, the courts in the first 
year of review appear to have deferred to the treatment 
team’s judgment in the vast majority of cases. From the 
study data, there appeared to be little use of external 
court-appointed clinical reviewers and virtually no 
modification by the courts of the proposed treatments. 
In addition, the courts did not require subsequent moni- 
toring of treatment for risks and benefits or any follow- 
up report to the court regarding treatment outcome. 
The study findings suggest that considerable modifica- 
tion of the Rivers process is indicated if the legal and 
clinical goals of pharmacological due process are to be 
achieved. A treatment-driven review should be done be- 
fore the initiation of the rights-driven process, so that 
patients have the broadest access to an adjudication 
process which can efficiently and effectively review the 
technical aspects of appropriate clinical treatment. 
While an abbreviated form of in-house “second opin- 
ion” consultation now usually precedes court appli- 
cation, this process should be revised. Innovative, less 
expensive in-house treatment programs could be devel- 
oped by integrating the expertise of psychopharmacol- 
ogy and inpatient psychoeducation specialists so that 
patients’ resistance can be addressed within a psycho- 
social treatment model (19). This type of program 
would focus on longitudinal monitoring of the negoti- 
ated drug regimen and include patients’ reports of medi- 
cation effects and side effects as an integral part of the 
treatment evaluation. 

The rights-driven court procedure must ensure a 
timely review of the specific legal question, namely, 
competence to refuse medication. Finally, the question 
of court involvement in determining the appropriate- 
ness of the proposed treatment regimen should be re- 
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solved. On the one hand, treatment decisions are be- 
yond the legal system’s expertise. Therefore, it could be 
argued that such a review of appropriateness is not a 
legitimate goal for a rights-driven process. On the other 
hand, the current pro forma nature of judicial decisions 
in this area indicates that the incompetent patient is not 
receiving review by an impartial expert as required by 
due process. Clearly, some system for independent re- 
view by clinical experts after the hearing needs to be 
incorporated into the due process system. To avoid fur- 
ther delays, these reviews might be authorized but not 
operated by the court. 
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Tranylcypromine Versus Imipramine 
in Anergic Bipolar Depression 


Jonathan M. Himmelhoch, M.D., Michael E. Thase, M.D., Alan G. Mallinger, M.D., 


and Patricia Houck, M.S.H. 


Objective: This investigation compared the efficacy of the monoamine oxidase inhibitor 
(MAOI) tranyleypromine with that of the tricyclic imipramine in the treatment of anergic 
bipolar depressive illness. Method: A controlled, double-blind comparison was used to study 
56 outpatients who met operationalized criteria for anergic bipolar depression. Patients with 
bipolar I and II depression were equally distributed between comparison groups. Outcome 
was measured by the patient-rated Beck Depression Inventory and the clinician-rated Hamil- 
ton Rating Scale for Depression, Raskin Mania and Depression Scales, Clinical Global 
Impression Scale, and the Pittsburgh Reversed Vegetative Symptom Scale. Twenty-eight 
patients were treated with tranylcypromine and 28 with imipramine. Seventy-three percent 
of bipolar depressive patients screened for the study met criteria for anergic depression, 
consistent with previous findings from studies in bipolar illness that stretch back over 100 
years. Results: Tranylcypromine produced statistically significant superior outcome in terms 
of lower attrition, greater symptomatic improvement, and higher global response without 
increased risk of treatment-emergent hypomania or mania. Conclusions: The authors pro- 
pose that the apparently superior efficacy of tranylcypromine in bipolar depression is spe- 
cifically linked to anergia and reversed neurovegetative symptoms. Bipolar I and bipolar II 
patients had comparable outcomes, but bipolar I patients had a significantly greater risk of 
treatment-emergent mood swings. Although the relatively poor showing of imipramine war- 
rants close scrutiny, these findings provide further documentation of the utility of MAOIs in 


patients presenting with anergia, motor retardation, hyperphagia, andlor hypersomnia. 


(Am J Psychiatry 1991; 148:910-916) 


The mills of God grind slowly, 
but they grind exceeding small. 


— Friedrich von Logau 


S urprisingly little is known about the acute treat- 
ment of the depressed phase of bipolar affective 
disorder (1, 2). In contemporary clinical practice, the 
treatment of bipolar depression often follows pari 
passu from the treatment of unipolar illness; i.e., tri- 
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cyclics such as imipramine usually represent the inter- 
vention of first choice, either alone or after the initia- 
tion of lithium salts (3). 

In contrast, interest in the monoamine oxidase in- 
hibitors (MAOIs) has increased over the past decade, 
not only regarding their use in refractory (4, 5) or 
rapid cycling (6) cases of bipolar depression, but also 
as an effective treatment for atypical depression (7—9). 
Our group has completed a series of open (4, 10) and 
controlled (5) investigations of the efficacy of the 
MAOI tranylcypromine. These studies indicate that 
tranylcypromine, either alone or in combination with 
lithium carbonate, is effective in bipolar depression, 
particularly when the depressive episode is character- 
ized by motor retardation, fatigue, volitional inhibi- 
tion, and reversed neurovegetative features (i.e., hyper- 
somnia or weight gain) (4, 5, 10), a presentation we. 
have defined as anergic depression (11). The current 
report describes the results of.a controlled comparison 
of tranylcypromine and a standard tricyclic, imipra- 
mine, in the treatment of anergic bipolar depression. 
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TABLE 1. Characteristics of Patients With Anergic Bipolar Depres- 
sion Who Received Tranylcypromine or Imipramine 


Tranylcypromine Imipramine 
(N=28) (N=28) 
Variable N Mean SD N Mean SD 
Gender 
Male 12 10 
Female 16 18 
Race 
White 28 24 
Nonwhite 0 4 
Age (years) 40.2 11.6 37.5 10.8 
Education (years)? 15.0 2.4 13.5. 02:7 
Age at onset (years) 269: S7 24.0 8.4 
Length of current 
episode (months) 6.0 3.5 6.8 3.7 
Diagnosis 
Bipolar I 11 13 
Bipolar II 17 15 
Pretreatment symp- 
tom sccres 
Hamilton depres- 
sion scale (17- 
item) 22.1 4.1 23.2 5.0 
Beck Depression 
Invertory 294 96 32.4 10.3 
Raskin Depression 
Scale 11.0 1.5 10.9 1.4 
Reversed Vegeta- 
tive Symptom 
Scale 94 3.4 10.1 2.7 
Medication dose 
(mg/da) 
Week 1 23:9. 37 122.0 32.0 
Week 2 30.7 8.3 147.5 49.9 
Week 3 33.1 10.4 186.0 44.0 
Week 4 36.2 12.4 196.5 56.0 
Week 5 37.7 13.0 201.5 109.5 
Week € 36.8 11.9 245.5 69.0 


"Significant difference between groups (t=2.14, df=54, p<0.04). 


METHOD 


A total of 56 outpatients in an anergic episode of 
bipolar affective disorder (defined later) were ran- 
domly assigned to double-blind treatment with either 
tranylcypromine (N=28) or imipramine (N=28) (ta- 
ble 1). All prospective patients completed preliminary 
psychiatric and medical screening. Patients were ex- 
cluded from the protocol if they met criteria for an- 
other major (axis I) psychiatric disorder, active drug or 
alcohol abuse, borderline personality disorder, or 
rapid cycling bipolar disorder (more than four epi- 
sodes per year). Patients also were excluded if they had 
a history of intolerance of or nonresponse to either 
study medication or if they suffered from poorly con- 
trolled medical conditions that might either cause de- 
pression (e.g., hypothyroidism) or require treatment 
which contraindicated protocol medication (e.g., asth- 
ma). Among over 100 bipolar depressed patients 
screened for possible intake, 77 were considered eligi- 
ble at the end of screening. 

After screening, potentially eligible patients were 
carefully evaluated with the following operationalized 
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criteria for an episode of anergic depression: 1) pa- 
tients must meet the criteria of DSM-III and Research 
Diagnostic Criteria (RDC) (12) for bipolar affective 
disorder with a current episode of major depression; 2) 
a minimum score of greater than 15 on the first 17 
items of the original Hamilton Rating Scale for De- 
pression (13); 3) the clear-cut presence of fatigue or 
volitional inhibition; 4) predominant psychomotor re- 
tardation as manifested by a score of greater than 2 an 
item 8 of the Hamilton scale; and 5) the presence of at 
least one reversed neurovegetative symptom, including 
either hypersomnia (more chan 1 extra hour of sleep 
each night compared to normal sleep requirement) or 
weight gain (more than 2.2 kg increase in weight dur- 
ing current episode). These criteria identified 56 oz the 
77 bipolar patients (73%) otherwise eligible for our 
study. This frequency of anergic symptoms is consis- 
tent with previous investigations (14-17). 

We also confirmed the severity of past manic or hy- 
pomanic episodes by an independent source (e.g., tam- 
ily member or medical record) to establish the RDC 
diagnosis of bipolar I or bipolar II subtype. On this 
basis, 24 patients (43%) met criteria for bipolar ÍI dis- 
order; the remaining 32 patients (57%) met criteria for 
bipolar II disorder. Review of interrater reliability (by 
J.M.H. and M.E.T.) revealed a high level af agreement 
for the presence of an anergic episode of depression 
(N=77, 92% agreement, kappa=0.83, standard er- 
ror=0.11, p<0.0001) and for bipolar I versus II sub- 
type (N=56, 89% agreement, kappa=0.71, standard 
error=0.13, p<0.001). 

All patients provided explicit written consent fer re- 
search participation. The clinical protocol consisted of 
two phases: a 6-week acute treatment phase, followed 
by a 10-week period of continuation therapy. Patients 
were seen weekly by a nurse clinician and psychiatrist 
during acute treatment and once every 2 weeks during 
continuation treatment. Only patients who met re- 
sponse criteria continued double-blind treatment peast 
week 6. 

Medication capsules were prepared to appear iden- 
tical and contained inert placebo, 10 mg of tranvl- 
cypromine, or 50 mg of imipramine. Patients were pro- 
vided with two medication containers at each visit, one 
labeled morning medication (to be taken at 7:00 a.m. 
and 11:00 a.m.) and the other evening medication (to 
be taken at 4:00 p.m. and the hour before sleep). Pa- 
tients treated with tranylcypromine received active 
medication in the morning and placebo in the evening; 
the converse was true for patients treated with imip- 
ramine. Treatment was initiated at 20 mg/day of tran- 
ylcypromine or 100 mg/day of imipramine, and doses 
were advanced routinely by one active drug unit (ie., 
10 mg of tranylcypromine or 50 mg of imipramine) on 
the fourth day of the protocol. Thereafter, doses were 
increased by one active drug unit each week until clin- 
ical response occurred, up to the maximum dose of six 
active drug units/day. Treating clinicians adjusted the 
dose downward or did not increase it at the maximum 
rate in cases where significant side effects occurred. 
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Patients who could not tolerate the side effects of med- 
ication at minimum clinically relevant doses (tranyl- 
cypromine=30 mg/day, imipramine=150 mg/day) could 
be withdrawn from the protocol if they were not re- 
sponding to treatment. Patients were not considered 
nonresponders unless they completed at least 4 weeks 
of treatment and reached the minimum therapeutic 
doses specified earlier. Mean daily doses of tranyl- 
cypromine and imipramine are summarized in table 1. 

The fidelity of the double-blind procedure was tested 
by having the treating clinician make a “best guess” of 
the active agent after week 6 (or end point). Adequacy 
of treatment was cross-checked in a majority of pa- 
tients by determination of either the combined blood 
level of imipramine and desmethylimipramine (N=25; 
measured by high performance liquid chromatogra- 
phy) or percentage of platelet monoamine oxidase 
(MAO) inhibition level (N=14) at week 6 or end 
point. Technical limitations precluded determination 
of these measuremenis in the remaining patients. 

Depressive symptcms were assessed at each visit 
with the patient-rated Beck Depression Inventory (18) 
and the clinician-rated Hamilton scale, Raskin Mania 
and Depression Scales (19), the Clinical Global Im- 
pression Scale (CGI) (20), and Pittsburgh Reversed 
Vegetative Symptom Scale. The last scale is a 7-item 
supplement to the Hamilton scale and measures fea- 
tures of an anergic depressive state (21). The Reversed 
Vegetative Symptom Scale is constructed to corre- 
spond exactly with the format of the original Hamilton 
scale items and to explicitly balance the scale (i.e., rel- 
ative to items rating melancholic symptoms), with a 
comparable number of items covering hypersomnia, 
hyperphagia, and weight gain. 

Signs and symptoms of hypomania and mania also 
were monitored at each visit by the treating clinician. 
Whenever patients scored greater than 5 on the Raskin 
Mania Scale, a psychiatrist conducted an independent 
interview (without knowledge of treatment condition) 
using RDC criteria. When hypomanic/manic episodes 
were confirmed, the protocol was terminated, and ap- 
propriate treatment of mania/hypomania was begun. 

Analyses of acute treatment efficacy were concen- 
trated on results from the first 6 weeks of the protocol. 
Prescreening of intake data revealed that the two 
groups differed on only one variable, years of educa- 
tion (table 1). Subsequent analyses indicated that this 
variable was not significantly related to treatment re- 
sponse or bipolar subtype. Therefore, covariance anal- 
yses were not used. Treatment response was defined as 
a moderate or marked improvement on the CGI 
(scores of 2 or 3) that was sustained for at least 2 
weeks by week 6 or end point. Dichotomous outcome 
variables (premature attrition, treatment response, and 
hypomania/mania rat2s) were compared by using chi- 
square analysis (corrected for discontinuity), Fisher’s 
exact probability test. or life table statistics. Since we 
hypothesized that tranylcypromine would be more 
effective than imipramine, one-tailed tests were per- 
formed. The main analyses of the four depression-de- 
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TABLE 2. Treatment Outcome of Patients With Anergic Bipolar 
Depression Who Received Tranylcypromine or Imipramine 


Tranyl- Imipra- 
cypromine mine 
Treatment and ene NTS 
Outcome N % N % p° 
Acute treatment 
Premature attrition 2 7 7 25 0.03 
Outcome 
Response 21 81 10 48 0.02 
Hypomania/mania 3 12 5 24 n.s. 
Treatment failure 2 8 6 29 0.06 
Continuation treatment! 
Withdrew 2 10 5 50 0.02 
Relapsed 1 5 1 10 n.s. 
Hypomania/mania 3 14 2 20 n.s. 
Sustained remission 15 -71 2 20 0.01 


“Fisher’s exact probability test except for acute treatment response, 
where chi-square analysis was used (y7=4.3, df=1). 

>Patient N=26 and N=21. 

“Patient N=21 and N=10. 


pendent measures (i.e., Hamilton scale, Reversed Veg- 
etative Symptom Subscale, Raskin Depression Scale, 
and Beck inventory) were conducted by using a two- 
factor multivariate analysis of variance (MANOVA) 
with repeated measures. This analysis yielded main ef- 
fects for Time (i.e., weeks of treatment), Diagnosis (bi- 
polar I versus bipolar II), and Drug (tranylcypromine 
versus imipramine), as well as for the interactions of 
these variables. The MANOVA was first performed 
with end-point scores, then repeated with data from 
only those patients who completed the full 6-week pro- 
tocol. Univariate two-factor analyses of variance 
(ANOVA) with repeated measures subsequently were 
computed for each dependent measure when overall 
effects were significant. Significant main effects and in- 
teractions were further explicated by a series of within- 
subjects (Student-Newman-Keuls tests) and between- 
subjects (Bonferroni-corrected t tests) comparisons. 


RESULTS 


Significantly more imipramine patients than tranyl- 
cypromine patients were withdrawn prematurely from 
the protocol (N=7 [25%] versus N=2 [7%]; p=0.03, 
Fisher’s exact test). Among the patients who com- 
pleted 4 or more weeks of treatment (tranylcypromine, 
N=26; imipramine, N=21), a significantly greater 
number of patients in the tranylcypromine group re- 
sponded to acute treatment (N=21 [81%] versus 
N=10 [48%]; p=0.02; table 2). A similarly significant 
advantage was found for tranylcypromine compared 
to imipramine by using life table analysis (Wilcoxon 
x?=7.9, df=1, p=0.005). 

Mean end-point scores for patients across 6 weeks 
of the protocol are illustrated in figure 1. Bipolar I and 
bipolar II patients did not differ on the MANOVA 
with respect to symptomatic response (figure 1 and 
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FIGURE 1. Symptom Rating Scores for Bipolar | and Bipolar II 
Depressed Patients Treated With Tranylcypromine or Imipramine? 
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“Patients treated with tranylcypromine had significant reductions in 
symptom scores after week 4 on all four measures (p=<0.01, Bon- 
ferroni-corrected t tests). 


table 3}, nor did bipolar diagnostic subtype interact 
significantly with Time or Drug effects (table 3). Al- 
though patients in both drug groups experienced sig- 
nificant reductions in symptoms (Time effect: F=4.9, 
df=24, 29, p<0.001), a significant Drug by Time in- 
teraction was observed (F=2.4, df=24, 29, p<0.02). 
Subsequent univariate ANOVAs also yielded signifi- 
cant Drug by Time interaction effects on the Hamilton 
scale (p=0.03), Reversed Vegetative Symptom Sub- 
scale (p=0.03), and Raskin Depression Scale (p= 
0.02); the interaction term on the Beck inventory just 
missed significance (p=0.06) (table 3). Analyses parti- 
tioning across weeks of treatment and drug group 
demonstrated that the significant interactions were ex- 
plained by the more pronounced reduction in symp- 
tom scores after week 4 in the tranylcypromine group 
compared to the imipramine group (figure 1). 

Results of the analysis involving only the patients 
who completed the study were somewhat at variance 
with those just reported. Significant main effects were 
again found for Time (F=11.6, df=24, 9, p=0.0003, 
MANOVA) and Drug (F=3.9, df=4, 29, p=0.01). 
However, the Drug by Time interaction was not sig- 
nificant (F=1.3, df=24, 9, p=0.36). It was unclear 
whether this disparity was due to inadequate statistical 
power in the analysis of only the patients who com- 
pleted the study (i.e., due to the loss of 20 degrees of 
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freedom) or whether it was an artifact introduced by 
end-point analysis (i.e., greater attrition in the imipra- 
mine group resulted in a large number of unimproved 
patients’ scores being carried on). An additional post 
hoc analysis was conducted to try to explicate these 
findings. A series of regression analyses were per- 
formed to determine the slope (or rate of symptom 
reduction) for each patient on each of the four depres- 
sion measures; these analyses used all data up tc the 
point of attrition or completion of week 6. The result- 
ant values, expressed as beta scores, weze ther in- 
cluded in a one-factor MANOVA, and a significant 
effect favoring tranylcypromine was found (F=2.7, 
df=4, 48, p=0.04). This -ndicated that the rate of 
symptomatic improvement was greater in patients 
treated with tranylcypromine even when the possible 
bias due to attrition from the imipramine group was 
minimized. 

Median level of platelet MAO inhibition was 83.1% 
at the end of acute treatment (N=14; range: 30.7%— 
97.9%). Seven patients (50%) reached a targeted 
MAO inhibition of 80% oz more; treatment response 
in this group was 71% (N=5 of seven patients); i.e., it 
was identical to that in patients with lower platelet 
MAO inhibition levels (N=5 of seven patients). Mean+ 
SD level of combined imipramine and desmethylimip- 
ramine was 327.64223 ng/ml (N=25) (range=56— 
979 ng/ml); 72% (N=18) of the patients had com- 
bined blood levels of a targeted level of 225 ng/ml or 
more. The response rate of these “adequately treated” 
patients was 44% (N=8 of 18). Blood levels of imip- 
ramine (t=0.76, df=23), desmethylimipramine (t= 
—0.98, df=23), and the combined values (t=0.39, df= 
23) did not differ significantly between responders and 
nonresponders. 

Response was sustained across the 10 weeks of con- 
tinuation treatment in 15 (71%) of the tranylcypro- 
mine responders; one patient experienced a depressive 
relapse and three developed hypomania, which neces- 
sitated discontinuation of the dcuble-blind procedure. 
The mean+$D Hamilton scale score at the end of con- 
tinuation therapy with tranylcypromine was 4.4£4.5. 
Only two patients in the imipramine group finished the 
continuation phase in remission (table 2; p=0.01°; the 
remaining patients either withdrew from treatment 
(N=5) or were withdrawn because of treatment-emer- 
gent hypomania (N=1) or mania (N=1) or depressive 
relapse (N=1). 

A total of six tranylcypromine patients (21%) be- 
came hypomanic or manic, as did seven imipramine 
patients (25%). Onset of treatment-emergent hypoma- 
nia/mania tended to occur more quickly in patients 
treated with imipramine zhan with tranvlcypromine 
(mean onset=5.8+6.1 versus 9.2+4.4 weeks; Mann- 
Whitney U=7.5, p=0.09". Five of the imipramine- 
treated patients switched into mania without meeting 
criteria for antidepressant response. These patients 
were judged by the treatment team to have mixed (dys- 
phoric-irritable) manic episodes; three patients re- 
quired hospitalization. On the other hanc, five of the 
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TABLE 3. Multivariate and Univariate Analyses of Variance of Measures for Patients With Anergic Bipolar Depression Who Received 


Tranylcypromine (N=28) or Imipramine (N=28) 


Interaction Effects (F) 


Main Effects (F) . . Time by 
Time by Time by Drug by Drug by 
Analysis Time” Diagnosis” Drug? Diagnosis* Drug Diagnosis Diagnosis? 
MANOVA 4.99 1.4 3.2° 0.7 2.4° 1.5 0.6 
ANOVA 
Hamilton depression scale 16.1% 24 4.1 0.6 2.6! 0.1 0.4 
Reversed Vegetative 
Symptom Scale 15.1% i? 133° 0.6 2.6 0.1 0.2 
Raskin Depression Scalz 16.54 0.6 7.7° 0.5 27 0.7 0.6 
Beck Depression Inventory 18.1% 0.8 5.9! 0.5 2.2 0.1 0.5 


adf: MANOVA=24, 29; ANOVA=6, 47. 
baf: MANOVA=4, 49; ANOVA=1, 52. 


“Time by Drug interactions remained significant when Greenhouse-Geiser adjusted degrees of freedom were used. 


six mood swings during tranylcypromine treatment oc- 
curred after response to treatment. These patients de- 
veloped euphoric hypomania; none required hospital- 
ization. The rate of hypomanic/manic episodes was 
38% (N=9 of 24) in bipolar I patients across both 
drug conditions, compared to 13% (N=4 of 32) in 
bipolar II patients (x?=3.7, df=1, p=0.03, one-tailed). 

The treating clinician correctly guessed the study 
drug in 68% (N=38 of 56) of the cases, i.e., a fre- 
quency that almost reached statistical significance 
when compared to a “chance” expectation of 50% 
(x?=3.3, df=1, p=0.07, two-tailed). The proportion 
of correct guesses did not significantly differ between 
drugs (tranylcypromine: N=18 of 28; imipramine: 
N=20 of 28). In most cases, either the presence or 
absence of characteristic side etfects (e.g., anticholin- 
ergic or sedative effects for imipramine and insomnia 
for tranylcypromine) was identified as the basis for the 
correct guess. 


DISCUSSION 


We found that tranylcypromine was significantly 
more effective than imipramine on both categorical 
and symptomatic indices of response in anergic epi- 
sodes of bipolar depression. Such efficacy was gener- 
ally sustained and was not associated with an in- 
creased risk of treatment-emergent mood swings. 
These findings complement and extend our earlier 
work with patients with depression resistant to tricy- 
clics (4) and in mixed samples of patients with anergic 
depression (5, 10). Liebowitz, Quitkin, Klein, et al. (8, 
22, 23) have similarly found that phenelzine is more 
effective than imipramine in patients with nonbipolar 
depression characterized by sensitivity to rejection, fa- 
tigue, hypersomnia, or hyperphagia. While the patients 
of Liebowitz et al. were less severely ill and more 
mood-reactive than those in our bipolar sample, our 
group also has recent:y replicated the utility of MAOIs 
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in a more severely depressed sample of patients with 
tricyclic-resistant, anergic unipolar depression, includ- 
ing patients with reactive and nonreactive mood dis- 
turbances (21). We thus believe that the apparent ef- 
ficacy of tranylcypromine in the present group of 
patients with bipolar depression is specifically linked 
to the presence of anergia and reversed neurovegeta- 
tive symptoms. 

Our study also provides new data concerning treat- 
ment-emergent hypomanic and manic episodes. This 
topic remains quite controversial (1). However, the ob- 
servation of a 38% risk of hypomania/mania in bipo- 
lar I patients over a period of 16 weeks or less suggests 


a process “driven” by antidepressant treatment. Our 


observations regarding the speed of onset and severity 
of imipramine-related mood swings should be consid- 
ered preliminary but could provide an important clue 
for future studies, particularly because a number of the 
imipramine patients who switched did so without 
passing through a normal mood phase. 

The relatively poor response to imipramine observed 
in the current study requires careful scrutiny. At one 
level, patients suffering from anergic depression may 
be relatively intolerant of the side effects of standard 


‘tricyclic antidepressants. In. our current protocol, a 


large number of imipramine nonresponders were un- 
able to tolerate doses greater than 200 mg/day. It is 
conceivable that a longer period of treatment at 
smaller doses (i.e., 100—150 mg/day) might have im- 
proved the imipramine response rate. We have sug- 
gested elsewhere (11) that the sleep profile of anergic 
depression (increased REM sleep indices, preservation 
of slow wave sleep, and normal sleep maintenance) 
may point to an underlying neurobiological substrate 
for preferential response to MAOIs. In contrast, poor 
response to imipramine may be linked to its inherent 
pharmacological properties, especially atropinism and 
sedation. If this is true, then use of a heterocyclic with 
less sedative effects, such as desipramine, or a second- 


Am J] Psychiatry 148:7, July 1991 


generation agent, such as fluoxetine, might have yielded 
better results, 

Alternatively, the absence of concurrent treatment 
with lithium salts in this protocol may also be related 
to the comparatively poor showing of imipramine. 
Lithium has been found to augment the efficacy of 
tricyclic antidepressants (24). However, our investiga- 
tion suggests that imipramine alone is as poor a treat- 
ment of anergic bipolar depression as tranylcypromine 
alone is a strong treatment. A possible explanation of 
this conundrum is that the treatment of bipolar depres- 
sion requires a strong perturbation of serotonergic 
mechanisms and that tranylcypromine’s effectiveness 
may be linked to more potent direct effects on such 
mechanisms (25). Imipramine, on the other hand, may 
require the presence of lithium in anergic depression to 
similarly affect serotonin metabolism (26). A majority 
of practitioners prescribe lithium salts concurrently 
with tricyclic antidepressants in the treatment of bipo- 
lar depression (1—3), and this practice may enhance the 
apparent efficacy of the tricyclic antidepressant. 

Questions about the validity of our definition of an- 
ergic depression, our enrollment of bipolar II patients, 
the adequacy of tricyclic treatment, and our protection 
of the double-blind procedure also deserve comment. 
First, the operationalized criteria developed to define 
anergic depression have not yet been used outside of 
Pittsburgh. While there is no consensus as to whether 
anergic depression is a common or uncommon presen- 
tation, there is abundant documentation that fatigue, 
motor retardation, and reversed neurovegetative fea- 
tures are associated with bipolar depression (14-17). 
We hope that these findings will stimulate other re- 
searchers to investigate the validity of the anergic de- 
pression construct. 

Second, at the beginning of this study we did not 
consider the inclusion of bipolar II patients to be a 
limitation. However, more recent data (17, 27, 28) 
indicate that bipolar I patients and bipolar II patients 
may differ with respect to family history and clinical 
course. These findings are further supported by our 
own observation of a higher rate of treatment-emer- 
gent mood swings in bipolar I patients. Although we 
did not find any relationship between bipolar subtype 
and symptomatic response to tranylcypromine, in fu- 
ture studies we plan to focus specifically on bipolar I 
depression. 

Third, with respect to treatment adequacy, treat- 
ment response to imipramine or tranylcypromine ap- 
peared to be unrelated to tricyclic plasma level or per- 
centage of platelet MAO inhibition, respectively. It is 
of interest that the drug with the higher response rate 
(tranylcypromine) had the larger number of patients 
below the arbitrary pharmacological standard. It is 
conceivable that there is a therapeutic window for 
imipramine plus desmethylimipramine in anergic de- 
pression and that a number of our tricyclic antidepres- 
sant nonresponders were either above or below this 
window. However, it should be noted that, to our 
knowledge, there is no published evidence specifically 
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linking tranylcypromine or imipramine response in bi- 
polar depression to these measures. Moreover, trany]l- 
cypromine is a mixed MAOI, with prominent type A 
(tyramine) site inhibition, while platelets contain solely 
the MAO B form of this enzyme (29). Indeed, as we 
have reported elsewhere (30), tranylcypromine blood 
levels seemed distinctly more predictive of both side 
effects and outcome than did the percentage of platelet 
MAO inhibition. 

Fourth, it appeared that the fidelity of the double- 
blind procedure was somewhat compromised in our 
study. The difference in the clinical pharmacology be- 
tween tricyclic antidepressants and MAOIs may be so 
dramatic that a skilled pharmacotherapist cannot re- 
main truly blind in a majority of cases; this conclusion 
is also suggested by the findings of Rabkin et al. (31). 
Nevertheless, this raises the possibility that experi- 
menter bias influenced results. In future studies, it may 
be necessary to use additional measures to protect the 
blind procedure, such as use of independent evaluators 
who assess response but not side effects or who rate 
response through use of ecited videotapes. 

In summary, although the factors that we have dis- 
cussed require consideration, our findings strongly 
suggest that tranylcypromine is more effective than 
imipramine in the treatment of anergic episodes of the 
depressed phase of bipolar illness. The efficacy of tran- 
ylcypromine in agitated bipolar depressive states, of 
course, remains untested, as does its utility in compar- 
ison to (and in combinaticn with) lithium carbonate. 
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50-Year Trends in the Incidence of Anorexia Nervosa 
in Rochester, Minn.: A Population-Based Study 


Alexander R. Lucas, M.D., C. Mary Beard, M.P.H., 
W. Michael O’Fallon, Ph.D., and Leonard T. Kurland, M.D., Dr.P.H. 


Objective: The aim of the study was to determine incidence and prevalence rates and 
long-term trends in incidence of anorexia nervosa by identifying all persons residing in the 
community of Rochester, Minn., during the 50-year period 1935 through 1984 who had the 
disorder. Method: From a community-based epidemiologic resource, 13,559 medical records 
with diagnoses of amenorrhea, starvation, weight loss, anorexia nervosa, or other conditions 
were screened to identify true cases of anorexia nervosa determined by using standard 
diagnostic criteria. Results: One hundred eighty-one residents (166 female and 15 male) 
fulfilled the diagnostic criteria for anorexia nervosa; these were the incidence cases. Due to 
a quadratic trend in the rates for girls 10—19 years old, the incidence rate among female 
residents fell from 16.6 per 100,000 person-years in the 1935—1939 period to a low of 7.0 
in 1950-1954 and increased to 26.3 in 1980-1984. The incidence rates for women 29 years 
old and older and for males remained constant. For females 15—24 years old, there was a 
linear increase. The overall age-adjusted incidence rate per 100,000 person-years was 14.6 
for females and 1.8 for males. The prevalence rate per 100,000 population was 269.9 for 
females and 22.5 for males. Conclusions: Anorexia nervosa is more common than previously 
recognized. Among girls 15—19 years old it is a very common chronic illness. Its incidence 
has increased among females 15—24 years old but not among older women or among males. 


(Am J Psychiatry 1991; 148:917—922) 


A norexia nervosa has become an important health 
problem in Western countries (1). It is associated 
with severe long-term morbidity and substantial mor- 
tality (2—5). Debate has focused on whether the inci- 
dence af anorexia nervosa is increasing (6—9). Inci- 
dence represents the number of new cases appearing 
during a time interval, usually expressed as the number 
of cases per 100,000 person-years (same as cases per 
year per 100,000 population). Prevalence represents 
the total number of cases of the disease in a group at a 
certain time expressed as the rate per 100,000 popu- 
lation or as a percentage. Most estimates have sug- 
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gested an increase in the incidence of anorexia nervosa 
since 1950 (10-17) and perhaps since 1930 (18). Al- 
though most clinicians interpreted greater numbers of 
patients with anorexia nervosa seen in practice as 
signifying a remarkable increase in the occurrence of 
the disorder, Williams and King (7) in England and 
Nielsen (19) in Denmark concluded that the apparent 
rise in anorexia nervosa was not real but was related to 
changes in demographics and in medical practice. Our 
population-based study of the incidence of anorexia 
nervosa in Rochester, Mirn., during the 45-year pe- 
riod 1935~1979 (8) failed to reveal a significant trend 
and identified surprisingly high rates during the 15- 
year interval between 1935 and 1949. A trend toward 
an increase in the rates for girls 10—19 years old, albeit 
not statistically significant, was noted for the period 
1950-1979. A considerable increase in incidence in 
females with the illness during the final 2 years of the 
study was a compelling reason to extend the study for 
another 5 years to determine whether that trend would 
continue. 

Rochester is a Midwestern city located about 75 
miles southeast of Minneapolis. It is the county seat of 
Olmsted County, a grain and dairy farming region. Its 
population was approximately 60,000 in 1985 and 
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TABLE 1. Diagnostic Catagories Reviewed to Identify All Cases of 
Anorexia Nervosa in Rochester, Minn., 1935-1984" 


Cases of 
Anorexia 
Nervosa 
Number of Identified 
Diagnostic Category Screened N % 
Anorexia nervosa 231 97 42.0 
Anorexia 826 15 1.8 
Amenorrhea 3,789 70 1.8 
Oligomenorrhea 878 14 1.6 
Anovulation, irregular menstrua- 
tion, menstrual dysfunction 2,120 5 0.2 
Ovarian dysfunction, hypo-ovari- 
anism 607 3 05 
Delayed puberty, delayed menar- i 
che 428 1 0.2 
Delayed menstruation 181 2 A 
Starvation, weight loss, under- 
weight, malnutrition 1,483 51 3.4 
Inadequate diet P7715 4 0.2 
Nutritional disturbance, marasmus 377 0 0.0 
Anasarca, edema, hydrops 138 0 0.0 
Addison’s disease 54 0 0.0 
Simmonds’ disease 52 E T9 
Malaise 61 0 0.0 
Nervous exhaustion 344 POS 
Nervous stomach, psychogenic 
gastrointestinal disorder 12 0 0.0 
Vomiting 203 0 9.0 
Total 13,559 264° 1.9 


‘Data are from Mayo Clinic records and other sources. 
Þ213 incidence and prevalence cases were identified; some ap- 
peared in more than one diagnostic category. 


23,000 in 1935. Although the local economy once was 
based chiefly on farming and light industry, the Mayo 
Medical Center and IBM are now the largest employ- 
ers in the city. The homogeneous population is primar- 
ily of northern European origin. In 1980, the racial 
composition was 98% white. Compared with the US. 
population, there was a relatively greater proportion 
of female residents between the ages of 15 and 25 
years. | 


METHOD 


The medical records in the Mayo Clinic epidemio- 
logic archives and in the files of other health-care pro- 
viders in the surrounding geographic area were exam- 
ined for residents of Rochester, Minn. We screened for 
approximately 30 diagnostic terms and particularly for 
amenorrhea, oligomenorrhea, starvation and weight 
loss from any cause, and anorexia nervosa (table 1). 
For patients with these diagnoses the original medical 
records were reviewed and the diagnosis of anorexia 
nervosa determined or confirmed by using DSM-III-R 
and the criteria of the Pathology of Eating Group (20). 
Thus, we were able to identify a large number of pa- 
tients not previously diagnosed as having anorexia ner- 
vosa. Those who were so diagnosed previously but did 
not meet the criteria were excluded. Most of these pa- 
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FIGURE 1. Distribution of Age at Diagnosis of Anorexia Nervosa 
Among Female and Male Residents of Rochester, Minn. 
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tients had never been hospitalized for their illness, and 
many had not seen a psychiatrist. 

Records with diagnostic coding for depressive ill- 
nesses were not screened separately, although many of 
the anorexia nervosa patients had depressive symp- 
toms and some developed major depression after the 
onset of anorexia nervosa. The depressed patients who 
had notable weight loss or menstrual dysfunction ap- 
peared on those diagnostic lists and thus were identi- 
fied as potential anorexia nervosa cases. 

Diagnostic certainty was rated as definite, probable, 
and possible on the basis of the completeness of the 
information available in the records. When incidence 
data were analyzed separately for these groups, for the 
first 45 years of the study the trends did not differ 
appreciably from the overall trend for all subjects com- 
bined (8). Therefore, we combined the groups to ana- 
lyze data for the entire 50-year span of the study. 

Criteria were applied consistently throughout the 
duration of the study, maximizing the likelihood that a 
comparable group of subjects was identified over time. 

The background of the study and the Mayo Clinic 
epidemiologic archives have been described previously 
(8, 21; 22). 

Tests of trends in incidence rates were performec by 
using generalized linear models (23) with Poisson error 
structure. Tests for linearity of trend have one degree 
of freedom, and quadratic models have two degrees of 
freedom. 


RESULTS 


During the 50-year period 1935—1984, 166 females 
and 15 males who had been residing in Rochester for 
at least 1 year developed anorexia nervosa. The mean+ 
SD age at diagnosis of the females was 21.7+8.3 years 
(median=19 years, range=10—57 years); for the males 
it was 20.9+9.0 years (median=18 years, range=~2— 
49 years). The age distribution is shown in figure 1. 
Age-adjusted (to the 1970 U.S. white population) in- 
cidence rates by 5-year periods are shown in figure 2. 
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FIGURE 2. Age-Adjusted® Incidence Rates for Anorexia Nervosa in 
Female and Male Residents of Rochester, Minn., by 5-Year Periods 
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TABLE 2. Age- and Sex-Specific Incidence Rates for Anorexia 
Nervosa Among Residents of Rochester, Minn., 1935—1984" 


Incidence per 100,000 Person-Years 


Age Group 
(years) Females Males Total 
0-9 0.0 0.0 0.0 
10-14 25.7 3.7 14.6 
15-19 69.4 73 43.5 
20-24 27.6 4.6 19.9 
25-29 20.7 3.6 13.0 
30-39 10.9 0.0 5.6 
40-49 52 1.0 3a 
50-59 2.0 0.0 1.1 
60 and older 0.0 0.0 0.0 
Total 15.1 1.7 9.0 


“Age-adjusted (to 1970 U.S. white population) rates: females, 
14.6; males, 1.8. Age- and sex-adjusted rate: 8.2. 


The overall age-adjusted incidence rate for females was 
14.6 per 100,000 person-years; for males it was 1.8 
per 100,000 person-years. Thus, anorexia nervosa was 
found 8.1 times more frequently in females than in 
males. The overall age- and sex-adjusted rate was 8.2 
per 100,000 person-years. Age- and sex-specific inci- 
dence rates are shown in table 2. The incidence rates 
for females 10-19 years old and 20—59 years old are 
shown in figure 3. 

The age-adjusted incidence rates of anorexia ner- 
vosa in females residing in Rochester have increased 
from a low of 7.0 per 100,000 person-years in 1950- 
1954 to a high of 26.3 in 1980-1984. This increase is 
due primarily to the highly significant linear trend in 
the incidence rates for females 10-19 years old (p< 
0.001). The estimated coefficient indicates that, on the 
average, the incidence rates increased by 36% every 5 
years over the 35 years from 1950 to 1984. When the 
entire scope of the study is considered (1935—1984), 
the incidence rates for females 10—19 years old show a 
highly significant quadratic trend (p<0.001). In con- 
trast, incidence rates in females 20—59 years old were 
stable throughout the 50-year period. 

The age-adjusted incidence rates of anorexia ner- 
vosa in females 15—24 years old, the most vulnerable 
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FIGURE 3. Age-Specific Incidence Rates? for Anorexia Nervosa, by 
5-Year Periods, in Two Age Groups of Fernale Residents of Roches- 
ter, Minn. 
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FIGURE 4. Age-Specific Incidence Rates? for Anorexia Nervosa, by 
5-Year Periods, in 15—-24-Year-Old Female Residents of Rochester, 
Minn. 
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“Plotted on a log scale. 
Observed=circles, predicted=line. 


group, showed a highly significant linear increasing 
trend from 1935 to 1984 (p<0.001) (figure 4). This 
age group represented 101 (60.8%) of the female 
cases. 

On Jan. 1, 1985, 99 females and six males with a 
history of anorexia nervosa were alive and residing in 
Rochester. The crude prevalence rate per 100,000 per- 
sons based on these cases was 306.0 for females and 
22.2 for males (the female population in Rochester 
was 32,353, and the male population was 27,967). 
The age-adjusted (to the 1970 U.S. white population) 
prevalence rates were 269.9 (95% confidence interval= 
213.6—326.2) for females and 22.5 (95% confidence 
interval=3.9-41.2) for males. Thus, the illness was 
12.0 times more frequent in females on the prevalence 
date. The overall sex- and age-adjusted prevalence rate 
was 149.5 (95% confidence interval=119.3-179.7). 
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Among girls 15—19 years old, the prevalence rate was 
480.3 per 100,000 persons. 


DISCUSSION 


Anorexia nervosa is often considered an illness pri- 
marily of adolescent girls. Yet it was identified in per- 
sons of both sexes and at onset ages ranging from 10 to 
57 years. There was much diversity among the patients 
in regard to magnitude of weight loss and psycholog- 
ical manifestations despite their common characteris- 
tics of self-imposed weight loss of at least 15%, amen- 
orrhea in females, and a psychological disorder 
relating to eating. Thus, the study group represented 
the spectrum of the disease occurring in the commu- 
nity. In contrast, referred psychiatric subjects and hos- 
pitalized patients constitute a selected group with ill- 
ness of greater severity. 

Analysis of incidence data from all females for the 
45 years through 1979 did not reveal a significant trend. 
However, there were indications that subjects within 
different age groups had different trends over time. 
These age-specific differences became more apparent 
when incidence data for 50 years were analyzed. 

In the 5-year period 1980—1984 the incidence rate of 
anorexia nervosa in Rochester among girls 10~19 
years old (109.8 per 100,000 person-years) and par- 
ticularly among those 15-19 years old (155.9 per 
100,000 person-years) had increased to a remarkably 
high level. The rates for older women remained rela- 
tively constant. Ameng males the disorder remained 
rare with no appreciable change in the rates over time. 
During 1980-1984 anorexia nervosa occurred 11.6 
times more frequently in females than in males. 

The high rate among girls 10—19 years old, and par- 
ticularly among those 15—19 years old, makes it the 
third most common chronic illness among adolescent 
girls after obesity and asthma. The prevalence of obe- 
sity is subject to debate because of differences in stand- 
ards for determining the degree of overweight that is 
pathological. Depending on the criteria for obesity, es- 
timates of its prevalence vary between 10% and 25% 
of the adolescent population (24, 25). The prevalence 
of asthma among schoolchildren and young adults is 
between 5% and 10% (26, 27). Anorexia nervosa oc- 
curs in 0.48% of the 15—19-year-old girls in Roches- 
ter. In comparison, insulin-dependent diabetes mellitus 
occurs in 0.1% of school-age children (28). 

Although a significant trend in incidence was not 
observed during the 30-year period 1950-1979, data 
for the subsequent 5 years indicated a sharp increase. 
This trend (but not the rates) is in agreement with 
the observations of other investigators in Sweden 
(18), Denmark (11), Great Britain (10, 12, 15, 17), 
Switzerland (15), The Netherlands (16), and the 
United States (13, 14). Psychiatric case register studies 
found rates per 100,000 population as high as 5.0 
(16), and a Dutch study seeking cases through general 
practitioners found an incidence of 6.3 per 100,000 


92.0 


during 1985 and 1986 (unpublished 1988 paper by 
H.W. Hoek). An incidence study in a Swedish subur- 
ban area seeking cases through medical and non- 
medical caregivers during 1984 and 1985 (29) yielded 
an annual incidence of 2.6 per 100,000 (43 per 
100,000 for females 16—24 years old}; the prevalence 
was 22 per 100,000 (258 per 100,000 for females 16— 
24 years old). In South Australia (30), only six cases of 
anorexia nervosa were identified among 5,705 girls in 
secondary school, representing a prevalence of 105 per 
100,000. Willi et al. (31, 32) extended their study of 
hospitalized patients in Zurich. They found an increase 
in anorexia nervosa among females with onset be- 
tween ages 12 and 25 years from 1956 to 1973 but not 
from 1973 to 1985. Our rates for each era in Roches- 
ter are considerably higher than those reported in these 
previous studies, probably because of more complete 
case ascertainment. 

In a survey of an entire school population of 15- 
year-olds in Göteborg, Sweden, in 1985, Råstam et al. 
(33) found a prevalence rate of 0.84% for girls and 
0.09% for boys. This rate for girls is even higher than 
the prevalence rate of 0.48% that we found for girls 
15-19 years old. However, a countywide survey of 
nonreferred students 14—17 years old in New Jersey 
(34), which used the older, stricter DSM-III criteria for 
anorexia nervosa, reported a prevalence rate of 0.3% 
for girls. 

Theander (18) observed an incidence of only 0.08 
per 100,000 in a region of Sweden in the period 1931- 
1940. However, that rate was based on patients with 
severe anorexia nervosa hospitalized for their illness. 
The severity of disease tends to be greater in clinical 
referral-based studies than in population-based stud- 
ies. Moreover, diagnostic criteria became less stringent 
over time. Although DSM-III-R criteria were not pub- 
lished until 1987, we applied those standards to eval- 
uate all records regardless of the year the illness began. 
Thus, we used consistent diagnostic criteria through- 
out the 50-year period even though standards for di- 
agnosing anorexia nervosa were changing (35). This 
may be part of the reason why our rates for 1935— 
1949 are so much higher than Theander’s. It is also 
possible that there are national and regional differ- 
ences in the frequency of anorexia nervosa, but we 
suspect that such differences are not great in Western 
countries. 

Case records of all persons living in Rochester, 
Minn., who had ever visited a physician came under 
scrutiny in our study. Although a few individuals with 
anorexia nervosa undoubtedly were missed because 
they never visited a physician or because their medical 
records made no mention of weight or weight loss, 
these false-negative cases should be relatively rare. Al- 
most all residents of the community had visited a 
health-care provider during the period of study. It 
would be rare for an individual with substantial weight 
loss not to have come to medical attention. When di- 
agnostic criteria for anorexia nervosa were met, we 
included subjects seen by nonpsychiatric physicians 
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who assigned diagnoses such as amenorrhea and un- 
derweight. This resulted in more complete case ascer- 
tainment than in previous studies. 

The inclusion of false-positive cases was highly un- 
likely because the original medical records were care- 
fully scrutinized. Even the earliest records typically 
contained thoroughly detailed histories and reports of 
physical findings handwritten by physicians. In some 
instances, information about psychological attitudes 
toward food and eating was incomplete or lacking, 
and the fear of gaining weight could not be confirmed. 
However, when there was an inordinate weight loss 
unaccounted for by other physical disease, anorexia 
nervosa was the most likely cause. We believe that our 
incidence rates represent minimum estimates of the 
true rate in the Rochester population. The prevalence 
rate on Jan. 1, 1985, may be an underestimate because 
some individuals who had anorexia nervosa earlier in 
life and who recovered before they moved to Rochester 
might not have been identified. 

The clinical diversity among the affected persons in 
this population-based study was striking. In contrast 
to referral-based studies that report a high percentage 
of patients with poor outcome despite treatment (36), 
it was not unusual for affected persons in our study to 
recover with little or no formal treatment. This was 
ascertained by anecdotal information in the medical 
records. Conclusions about long-term outcome, how- 
ever, must await the completion of a case-control 
study. 

Will the increase continue? It would be injudicious 
to predict future trends, but we doubt that the recent 
increase will continue, at least not at the same rate. 
Clinical experience suggests that anorexia nervosa 
reached a peak in the early 1980s. In its place, the rate 
of bulimia nervosa and milder forms of the binge- 
purge syndrome has increased substantially among 
women who maintain weight within a relatively nor- 
mal range (6). We suggest the possibility that there is a 
cyclic trend in the incidence rate of anorexia nervosa in 
keeping with changing fashion and idealized body im- 
age. The ratios of bust-to-waist and hip-to-waist meas- 
urements of women depicted in Vogue and Ladies 
Home Journal were low in the 1920s and 1930s, high 
in the 1950s, and low again in the 1960s and 1970s. 
Thus, these ratios varied over time inversely with the 
occurrence of anorexia nervosa in 10—19-year-old 
girls. The thin, noncurvaceous standard preceded the 
time periods when the rates for anorexia nervosa were 
highest (37). However, social and psychological pres- 
sure to be thin to the extent that weight loss becomes 
severe enough to result in anorexia nervosa affects only 
a very small proportion of the general population. If 
most young women were overwhelmed by the cultural 
obsession with thinness, then anorexia nervosa would 
be much more common than it is. Most individuals 
probably have a physiological protective mechanism 
that prevents them from losing weight excessively, 
even after stringent efforts to diet. 

We suspect that the most severe form of the illness 
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requires a biological predisposition that has not yet 
been elucidated (38). We also suspect that this severe 
form of anorexia nervosa has occurred at a relative:y 
constant rate over time. A milder form among teenage 
girls, the ones who are most vulnerable to social pres- 
sure, may explain the varying rates. 
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The Relation Between Hypochondriasis and Age 


Arthur J. Barsky, M.D., Cathrine B. Frank, M.D., Paul D. Cleary, Ph.D., 
Grace Wyshak, Ph.D., and Gerald L. Klerman, M.D. 


Objective: This study examined the relation between bypochondriasis and age while con- 
trolling for the possible confounding influences of medical morbidity, social isolation, and 
other psychiatric disorder. Method: Consecutive patients attending a general medical clinic 
on randomly selected days were screened with a bypochondriasis self-report questionnaire. 
Those whose scores exceeded a preestablished cutoff level and a random sample of those who 
scored below it completed a research battery consisting of self-report questionnaires and 
structured interviews for DSM-III-R diagnoses of hypochondriasis and other axis I disorders. 
The patients’ medical records were audited, and their physicians completed questionnatres 
about them. The 60 patients who met the DSM-III-R criteria for hypochondriasis at inter- 
view constituted the study group, and 100 patients randomly chosen from among those who 
scored below the cutoff for bypochondriasis constituted the comparison group. Results: The 
bypochondriacal group was not older than the comparison group. Hypochondriacal patients 
aged 65 years and over did not differ significantly from younger hypochondriacal patients in 
hypochondriacal attitudes, somatization, tendency to amplify bodily sensation, or global 
assessment of their overall health, even though their aggregate medical morbidity was 
greater. The elderly bypochondriacal patients had higher levels of disability, but this ap- 
peared to be attributable to their medical status rather than to any increase in bypochon- 
driasis. Within the comparison sample, subjects aged 65 years and over were not more 





hypochondriacal than those under 65 years of age. Conclusions: Hypochondriasis is found 
to some degree in all patients and appears to be unrelated to age. 


(Am J Psychiatry 1991; 148:923~928) 


he relation between hypochondriasis and aging is 

unclear. Some research suggests that the elderly 
are more hypochondriacal, more prone to preoccupa- 
tion with their bodies, and more likely than younger 
people to describe their physical health as poorer than 
it is (1—5). Other studies contradict the stereotype of 
elderly persons as preoccupied with their health and 
bodily functioning, suggesting that hypochondriasis is 
not more prevalent among them and that they may 
actually appraise their health more optimistically than 
do younger people (6—10). It has been reported that 
hypochondriasis is present in 0.4%—14.0% of general 
medical patients (11—13), and prevalence estimates for 
the elderly vary between 3.9% and 33.0% (14, 15). 
The peak age periods for onset of the disorder have 
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been reported to be adolescence, the fourth and fifth 
decades, and after age 60 ‘1, 2, 7, 12, 14, 16). 

Some of the current confusion stems from method- 
ological problems inherent in this research. These in- 
clude lack of consensus on the definition and diagnos- 
tic criteria for hypochondriasis; failure to distinguish 
hypochondriasis as a psychiatric disorder from iso- 
lated hypochondriacal symptoms or somatization in 
general; and confounding factors that may mediate be- 
tween age and hypochondriasis, such as medical mor- 
bidity, life stress, and depression. 

Since medical morbidity increases with age, in- 
creases in somatic complaints, fear of disease, and pre- 
occupation with the body in elderly persons could re- 
flect a decline in objective health status more than 
hypochondriacal concerns (17). In addition, the elderly 
experience more benign dysfunction and diminishing 
physiological capacity, and these could foster concerns 
about debility, bodily decline, and illness. Indeed, it 
has been suggested that the elderly tend to misattribute 
these normative changes of longevity to serious medi- 
cal disease (7, 18). Finally, some of the medical dis- 
eases of the elderly, such as organic brain syndromes, 
may be specific causes of hypochondriasis (1, 19). 
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At all ages, life change and stress produce emotional 
distress and precipitate “functional” somatic symp- 
toms and concerns about health. The elderly, of 
course, undergo many life stresses, particularly loss of 
status and income, death of a spouse, retirement, re- 
location, and social isolation. Hypochondriasis has 
been viewed as an attempt to cope with such stresses 
by taking on the role of a sick person (2, 20). This sort 
of reactive hypochordriasis, especially in response to 
social isolation and decreasing environmental stimula- 
tion, therefore could be more common among the el- 
derly (2, 12, 21). 

Depression is another possible confounding factor in 
the relation between aging and hypochondriasis. “‘So- 
matized” or “masked” depression may be relatively 
more common among the elderly than among those 
who are younger (22—25), and hypochondriasis in the 
elderly is often a secondary feature of an underlying 
depression (26, 27). Increased monitoring of normal 
physiology, increased incidence of physical illness, and 
lowered expectations regarding normative good health 
may all combine to heighten the older person’s ten- 
dency to somatize depression (7). 

The aim of this study was to examine the relation 
between age and hypochondriasis while taking into 
account the possible confounding influences of medical 
morbidity, social isolation, and depression. 


METHOD 


The study was conducted in the general medicine 
clinic of the Massachusetts General Hospital. The 
clinic serves 29,000 patients who make more than 
50,000 visits annually. It is staffed by 36 attending 
physicians and 65 house officers, all of whom provide 
primary rather than specialty medical care. Only the 
patients of attending physicians were studied. Patients 
were eligible if their cases had been followed at the 
hospital for at least 24 months and they had made at 
least one previous visit to the same physician. The ex- 
clusion criteria were illiteracy, inability to speak En- 
glish, and major sensory or communication deficits. 

Consecutive patients attending the clinic on ran- 
domly selected days completed a screening question- 
naire for hypochondriasis. Those whose scores were 
above a predetermined cutoff level and a random sam- 
ple of those whose scores were below that level com- 
pleted a research battery consisting of self-report ques- 
tionnaires, structured and semistructured interviews, 
and perceptual and cagnitive tests. A structured diag- 
nostic interview for hypochondriasis was included, 
and this was used for the DSM-III-R diagnosis of hy- 
pochondriasis. This interview was administered by a 
research assistant with a master’s-level degree who was 
blind to the patient’s screening score. The patient’s 
medical record was then audited, and the primary phy- 
sician, who was blind to the research data, completed 
a questionnaire about the patient. Each subject re- 
ceived $40 for participating. 
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TABLE 1. Characteristics of DSM-III-R Hypochondriacal Subjects 
and Comparison Subjects : 


Hypochondri- Comparison 
acal ‘Group Group 
(N=60) (N=100) 

Characteristic N fo N % 
Age (years)* 

<45 17 28.3 21 21.0 

45-64 21 35.0 36 36.0 

65-74 16 26.7 32 32.0 

>75 6 10.0 11 11.0 
Female sex 46 : 76.7 71 71.0 
Social class 

I and II (highest) 12 | 20.0 37 37.0 

I 19- = 37 20 20.0 

IV and V (lowest) 29 48.3 43 43.0 
Race 

Black? 9 + 15.0 5 5.0 

White 50 = 833 94 94.0 

Asian t > Ae 1 1.0 
Marital status 

Married 29 , 483 62 62.0 

Separated 4 67 0 0.0 

Divorced 6 : 10.0 13 13.0 

Widowed 9 i 15.0 11 11.0 

Never married 12 : 20.0 14 14.0 
Regular church 

attendance 2} + 35.0 49 49.0 


“Mean+SD age of the hypochondriacal group, 55.7+16.1 years; of 
ithe comparison group, 58.6£14.9. years. 
>Significant difference between groups (x7=3.53, df=1, p=0.05). 


Hypochondriacal symptoms were assessed with two 
self-report questionnaires, the Whiteley Index and the 
Somatic Symptom Inventory. The Whiteley Index (28) 
consists of 13 items on three subscales: disease fear, 
disease conviction, and bodily preoccupation. Its test- 
retest reliability ahd discriminant and convergent va- 
lidity have been established (11, 28—31). The intrascale 
consistency of the Whiteley Index in this study was 
0.94 (Cronbach’s alpha), and the test-retest reliability 
was 0.84 (Pearson’s product-moment correlation). Hy- 
pochondriacal somatic complaints were assessed with 
the 26-item Somatic Symptom Inventory, which is 
composed of items drawn from the MMPI hypochon- 
driasis subscale and the Hopkins Symptom Checklist 
somatization subscale (32—34). This instrument had a 
test-retest reliability of 0.86, (Pearson’s product-mo- 
ment correlation) and an intrascale consistency of 0.93 
(Cronbach’s alpha). In previous work, the Whiteley 
Index and the Somatic Symptom Inventory were highly 
intercorrelated and together identified medical outpa- 
tients with a syndrome that is‘consistent with DSM-III 
hypochondriasis (31). 

The clinical diagnosis of hypochondriasis was made 
with a structured diagnostic interview based on DSM- 
III-R criteria. This interview has acceptable interrater 
reliability and convergent and predictive validity (which 
are the subject of a separate: report [35]; details are 
available from the first author on request). 

Psychiatric disorder was assessed with the Diagnos- 
tic Interview Schedule (36), version III-A. This is a 
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TABLE 2. Symptom Scores of DSM-III-R Hypochondriacal Subjects and Comparison Subjects Above and Below 65 Years of Age 


Score (range=1—S)* 


Hypochondriacal Group Comparisor Group 


Subjects <65 Subjects =65 Subjects <65 Subjects =65 
Years Old Years Old Years Old Years Old 
(N=38) (N22) (N=57) (N=43) 

Measure Mean SD Mean SD Mean SD Mean SD 
Total hypochondriasis score 3.25 0.76 2.99 0.82 1.57 0.43 1.43 0.55 

Disease fear subscale 3.06 1.07 2.61 1.10 1.52 0.56 1.35 0.46 

Disease conviction subscale 3.14 1.08 271 0.93 1.37 0.48 1.29 0.59 

Bodily preoccupation subscale 3.58 0.87 3.58 0.90 1.84 0.63 1.71 0.88 
Total Somatic Symptom 

Inventory score 2.66 0.75 2.90 0.55 1.69 0.48 1.63 0.61 


“Higher scores indicate greater pathology. 


highly structured diagnostic interview that has been 
widely used; it generates psychiatric diagnoses in con- 
formity with DSM-III nosology. It assesses most of the 
major axis I diagnoses (not including hypochondria- 
sis), both current and lifetime, and is scored by com- 
puter. For all analyses, the diagnoses of psychosexual 
dysfunction, posttraumatic stress syndrome, and to- 
bacco dependence were omitted. 

Aggregate medical morbidity was assessed in several 
ways. First, the patient’s medical record was audited, 
and the seriousness of every medical diagnosis was 
weighted (major, moderate, minor, or nonspecific 
symptoms) according to explicit predetermined crite- 
ria. This method was shown to have adequate inter- 
rater reliability. For these analyses we used separate 
counts of the number of major and moderate diag- 
noses. Second, the patient’s physician rated the pa- 
tient’s current morbidity and future prognosis on a 
5-point ordinal scale. 

Life stress was not measured directly. However, sev- 
eral measures of social isolation were obtained. First, 
marital status was determined; second, patients were 
asked whether they attended church regularly; third, 
the social activity subscale of the Functional Status 
Questionnaire (37) was used to measure social integra- 
tion. This last instrument consists of three questions, 
rated on an ordinal scale from 1 to 6, about social 
interactions, friends, and relatives. This questionnaire 
is a valid and reliable self-report instrument developed 
for use with ambulatory populations (37). It is scored 
by computer, which provides a numerical rating from 
1 to 100 (maximal functional ability). 

Somatosensory amplification, the self-reported sen- 
sitivity to a variety of unpleasant but nonpathological 
bodily sensations, was measured with the Somatosen- 
sory Amplification Scale, an 11-item questionnaire de- 
veloped in previous work (38, 39). Responses are 
scored on a 5-point ordinal scale. In this study the 
questionnaire was found to have an intrascale reliabil- 
ity of 0.78 (Cronbach’s alpha). It had a test-retest re- 
liability of 0.79 (Pearson’s product-moment correla- 
tion) over a mean interval of 74 days. 

Statistical analyses included t tests and analysis of 
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variance and covariance for continuous and ordinal 
data. The chi-square test was used for categorical data. 
Zero-order Pearson correlations were computed to es- 
timate the association between pairs of variables; mul- 
tivariate regression was used to determine the associ- 
ation between an outcome variable and two or more 
predictor variables. Analyses were done with the SAS 
for personal computers (4). 


RESULTS 


Two thousand five hundred ninety-eight patients 
were approached and asked to participate in the study. 
One thousand three hundred eighty-nine (53.5%) of 
them met the inclusion criteria, consented to partici- 
pate, and completed the screening questicnnaires. One 
hundred thirty (9.4%) of these patients exceeded the 
cutoff score on the hypochondriasiz screening ques- 
tionnaire, of whom 60 (46.2%) were diagnosed as 
having DSM-III-R hypochondriasis according to the 
structured diagnostic interview. These 60 patients con- 
stituted the hypochondriacal group. One hundred 
eighty-seven patients were randomly selected from 
those who scored below the cutoff level on the screen- 
ing test, and 100 (53.5%) of them were willing to 
complete the research battery. They constituted the 
comparison group. 

When the hypochondriacal subjects were compared 
with the random group of nonhypochondriacal sub- 
jects, the two groups did not differ significantly in 
mean age or age distribution (table 1). They also did 
not differ significantly in other sociodemographic de- 
scriptors, except that there was a larger proportion of 
black patients in the hypochondriacal group, even af- 
ter social class and educational level were controlled 
for. The hypochondriacal patients also had a signifi- 
cantly lower mean+SD score on the measure of social 
activity (61.2+31.7 versus 89.9+20.9; t=6.9, df= 
158, p<0.001). 

We next examined the relation between age and hy- 
pochondriacal phenomenology. When the hypochon- 
driacal subjects aged 65 years and over and those aged 
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TABLE 3. Medical and Psychiatric Morbidity and Functional Status of DSM-I/!-R Hypochondriacal Subjects and Comparison Subjects 


Hyvpochondriacal Group 


Subjects <65 Subjects 265 


Comparison Group 


Subjects <65 Subjects =65 


Years Old Years Old Significance Years Old Years Old Significance 
(N=38) (N=22) T (N=60) (N=40) ee 
Measure Mean SD Mean SD (df= 58) p Mean SD Mean SD (df=98) p 
Medical morbidity 
Physician rating 
Current medical | 
status? 2.32 0.96 295 117 -23 0.03 2.22 1.08 2.74 1.02 -2.4 0.02 
Prognosis? 2.26 1.00 3.23 127 32 0.002 2.46 1.18 3.21 1.17 -3.1 0.003 
Medical record audit 
Number of major 
medical diagnoses 0.45 0.89 1.50 1.65 -2.8 0.01 0.80 1.18 1.20 1.74 -1.4 11.8 
Number of moderate ! 
medical diagnoses 2.34 1.51 4.14 275 -28 0.01 2.27 1.96 3.70 196  —3.6 0.001 
Psychiatric morbidity 
Number of anxiety . 
disorders 1.416 0.75 127 083 -0.5 n.s 0.62 0.87 0.43 0.71 1.2 n.s 
Number of depressive 
disorders 0.95 0.84 0.73 0.88 1.0 n.s 0.35 0.68 0.33 0.66 0.2 n.s. 
Total number of psy- l 
chiatric diagnoses 1.82 1.45 1.55 0,91 0.9 n.s 0.98 1.08 0.65 0.83 1.6 n.s 
Total number of psy- 
chopathological 
symptoms 33.42 18.33 28.73 10.09 1.3 n.s. 16.45 11.21 13.75 10.34 1:2 n.s 
Social activities rating? 69.7 281 46.5 36.8 26 O01 92.7 17.9 85.7 24.4 1.6 n.s 
Disability | 
Basic activities rating” 83.0 194 64.1 27.6 3.1 0.003 949 118 917 15.9 i n.s 
Intermediate activities 
rating 654 26.1 44.6 23.0 31 0.003 84.3 21.0 75.9 24.7 1.8 n.s 
Somatosensory Ampli- l 
fication Scale score? 2.63 0.68 2.94 062 -17 n.s 2.02 0.53 1.94 0.56 0.67 n.s 
Patient-rated health and 
care 
Global health? 2.58 0.75 2.27 0.74 1.5 n.s 3.78 0.69 3.98 0.81 213 n.s 
Effectiveness of medical 
care? 3.13 1.02 3.09 1.15 0.14 nes. 4.10 1.02 0.53 235 0.001 


“Possible scores range from 1 to 5; higher scores indicate greater pathology. 


Possible scores range from 0 to 100; higher scores indicate better functioning. 


under 65 were compared (table 2), the elderly group 
did not have more symptoms; indeed, they tended to 
have lower scores on disease fear and disease convic- 
tion, although these cifferences were not statistically 
significant. Similarly, within the comparison group 
(i.e., among the patients who were not clinically hypo- 
chondriacal), isolated hypochondriacal symptoms were 
fewer in the elderly, although not significantly so. 
Table 3 presents the values for the potentially con- 
founding variables in the relation between hypochon- 
driasis and age. Within the hypochondriacal group, the 
elderly subjects emerged as sicker medically (both by 
physician rating and by medical record audit) but did 
not have a higher prevalence of depressive disorders 
(major depression, dysthymia) or anxiety disorders 
(generalized anxiety disorder, panic disorder, phobia). 
Their aggregate psychopathology was slightly lower 
than that of the younger subjects, but the difference 
was not statistically significant. More of the elderly 
hypochondriacal patients attended church regularly 
(younger group, 23.7%, N=9; elderly group, 54.5%, 
N=12; t=—2.5, df=58, p=0.02), but they had lower 
social activity scores than the younger hypochondria- 
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cal patients. They also reported higher rates of disabil- 
ity. Self-rated global health status did not differ be- 
tween the age groups. Within the comparison group, 
medical morbidity was higher:in those over 65 years of 
age, whereas psychiatric morbidity was not signifi- 
cantly different in the two age groups. Social activities 
and disability did not differ between the two age 
groups of comparison patients, although more of the 
older patients attended church regularly (younger 
group, 40.0%, N=24; elderly group, 62.5%, N=235; 
t=-2.2, df=98, p=0.03). As in the hypochondriacal 
group, the older patients in the comparison group did 
not rate their overall health status as significantly 
worse than did the younger patients. 


DISCUSSION 


Hypochondriasis can refer both to a specific clinical 
disorder that is found in only a few individuals and to 
a nonspecific symptom that need not be psychopatho- 
logical and occurs in many people. In this study we 
examined both, obtaining a sample of patients who 
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met the DSM-III-R criteria for the disorder and also 
assessing hypochondriacal symptoms in a random 
sample of the rest of the clinic patients. 

The hypochondriacal patients as a group were not 
older than the rest of the patients in the same medical 
clinic. Within this group, the patients who were 65 
years of age and over did not differ significantly from 
those under 65 in disease conviction, disease fear, bod- 
ily preoccupation, or somatic symptoms. When we ex- 
amined the comparison group, the patients who were 
aged 65 and over did not report more hypochondriacal 
symptoms or more functional somatic complaints than 
those under 65. These findings contradict the stereo- 
type of the elderly as ruminative about their health and 
physiological functioning and preoccupied with incon- 
sequential symptoms. 

It should be noted that the bodily symptoms that 
make up the somatization scale can result from organic 
disease as well as from psychological distress. While 
the scale generally reflects psychiatric dysphoria rather 
than serious medical disorder, any of these somatic 
symptoms can be caused by the latter, and this is more 
likely in a medically ill population. We did not deter- 
mine whether individual somatic symptoms could be 
attributed to medical disease; we only measured total 
somatization and aggregate medical morbidity. The 
somatization questionnaire results and the number of 
major medical diagnoses were correlated in the com- 
parison group (r=0.29, df=98, p=0.006) but were not 
significantly associated in the hypochondriacal group. 

It has been suggested that the elderly are more sen- 
sitive to benign bodily dysfunction and normal physi- 
ological processes, which they then misattribute to dis- 
ease, mistaking them as evidence of a pathological 
process rather than of longevity. The Somatosensory 
Amplification Scale appraises the respondent’s sensi- 
tivity to a range of unpleasant but nonpathological 
visceral and somatic sensations, such as hunger, loud 
noise, and temperature extremes. Older patients, 
whether they had diagnoses of hypochondriasis or not, 
did not score significantly higher than younger patients 
on this scale. 

The elderly and the younger patients also did not 
differ in their overall feeling of healthiness, i.e., in 
global self-ratings of their health status. In both groups 
of patients, the responses to the items “Feeling you are 
not in as good physical health as most of your friends,” 
“In general how do you rate your present physical 
health?” and “How do you feel about your health?” 
did not vary significantly with age. This is in accord 
with reports that age is either independent of or only 
weakly related to global self-ratings of health (41). 

What about the confounding variables thought to 
mediate in the relation between hypochondriasis and 
aging? In this study, medical morbidity was signifi- 
cantly higher in the elderly. Our data thus suggest that 
age was not associated with an increase in hypochon- 
driacal symptoms despite the finding that older pa- 
tients had more medical illness. 
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Social isolation was assessed with data on marital 
status, regular church attendance, and social activities. 
While marital status did not differ between the age 
groups, the elderly hypochondriacal patients reported 
more difficulty participating in social activities than 
did the younger hypochondriacal patients. The elderly 
hypochondriacal patients also reported more difficulty 
performing basic and intermediate activities of daily 
living than did the younger ones. Perhaps hypochon- 
driacal patients’ worries, demands, complaints, and 
self-centered style increasingly hinder social integra- 
tion, friendships, and contact with family as they age; 
significant others may drift apart from their hypochon- 
driacal friends and become less tolerant of them over 
time. All of these measures of dysfunction, of course, 
are also related to medical status, and the elderly pa- 
tients were sicker. It may be that some observers have 
mistakenly considered the elderly to be more hypo- 
chondriacal because they are less functional and more 
disabled and that they have misattributed elderly per- 
sons’ disability to hypochondriacal concerns abcut 
their health rather than to objective medical disease. 

When we compared the hypochondriacal group 
with the comparison group, we tound that functioning 
declined with age only in the hypochondriacal sub- 
jects. These elevated levels of disability were not the 
result of differences in medicai morbidity, since the 
aggregate medical morbidity of the hypochondriacal 
group was not significantly greater than that of the 
comparison group (42). In general, disability was 
prominent among the hypochondriacal subjects (13). 
More than half of them reportec serious impairment in 
intermediate activities and social functioning, and one- 
fourth of them were not working because of health 
problems (13). 

Finally, psychiatric morbidity in general and depres- 
sion in particular were no more prevalent in patients 
who were 65 years of age and over. We found no 
associations among old age, depression, and hypo- 
chondriasis. Psychiatric morbidity in general was, 
however, significantly greater in the hypochondriacal 
than in the comparison patients. This difference per- 
sisted at all ages and for a number of disorders, includ- 
ing major depression (y*=10.5, df=1, p<0.01), dys- 
thymia (x7=13.9, df=1, p<0.01), and generalized 
anxiety disorder (y7=27.95, df=1, p<0.001) (details 
available from the first author on request). 

Thus, hypochondriasis, viewed both as a diagros- 
able clinical disorder and as a nonspecific symptom 
found to some degree in all patients, eppears to be 
unrelated to age. Are there alternative explanations for 
these findings? First, it is possible that hypochondriasis 
is more prominent in extremelv old individuals (those 
over 75 years of age, for example) and that our groups 
did not contain enough “old old” patients to disclose 
this relationship. Second, the younger patients may 
have been a biased group. It could be that the younger 
patients who seek help at an academic medical center 
such as ours are unusually concerned about their 
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health. If so, a higher prevalence rate of hypochon- 
driasis among the elcerly would be obscured because 
they were being compared to an unrepresentative sam- 
ple of younger patien-s, namely, those who are unusu- 
ally hypochondriacal. This seems somewhat unlikely, 
however. 


This study, because it was cross-sectional in design, 


did not address the question of whether individuals 
become more or less hypochondriacal, or evaluate 
their health differently, as they age. These answers 
await longitudinal, prospective studies that will follow 
the same cohort of individuals as they grow older. 


REFERENCES 


. Brink TL, Janakes C, Martinez N: Geriatric hypochondriasis: 


situational factors. ] Am Geriatr Soc 1981; 29:37-39 


. Busse EW: Hypochondriasis in the elderly: a reaction to social 


stress. J] Am Geriatr Soc 1976; 24:145-149 


. Leon GR, Gillum B, Gillum R, et al: Personality stability and 


change over a 30-year period—middle age to old age. J Consult 
Clin Psychol 1979; 47:517—524 


. Butler RN: The doctor and the aged patient, in The Geriatric 


Patient. Edited by Reichel W. New York, HP Publishing, 1978 


. Lawton MP, Wheliham WM, Belsky JK: Personality tests and 


their uses with older adults, in Handbook of Mental Health and 
Aging. Edited by Birrer: J, Sloane RB. New York, Prentice-Hall, 
1980 


. Costa PT, McCrae RR: Somatic complaints in males as a func- 


tion of age and neuro-icism: a longitudinal analysis. J Behav 
Med 1980; 3:245—257 


. Levkoff SE, Cleary PD, Wetle T: Differences in the appraisal of 


health between aged ard middle-aged adults. J Gerontol 1987; 
42:114—120 


. Besdine R: The data base of geriatric medicine, in Health and 


Disease in Old Age. Edited by Rowe JW, Besdine R. Boston, 
Little, Brown, 1982 


. Ferraro K: Self ratings of health among the old and the old-old. 


J Health Soc Behav 1980; 21:377—383 


. Folks DG, Ford CV: Psychiatric disorders in geriatric/surgical 


patients, part I: report of 195 consecutive consultations. South 
Med J 1985; 78:239-—241 


. Beaber RJ, Rodney WM: Underdiagnosis of hypochondriasis in 


family practice. Psychosomatics 1984; 25:39-45 


. Kellner R: Somatization and Hypochondriasis. New York, 


Praeger, 1986 


. Barsky AJ, Wyshak G, Klerman GL: The prevalence of hypo- 


chondriasis in medical outpatients. Soc Psychiatry Psychiatr 
Epidemiol 1990; 25:89-94 


. Stenback A, Kumpulainen M, Vauhkenen M-L: Illness and 


health in septuagenarians. J Gerontol 1978; 33:57—61 


. Palmore E (ed): Normal Aging. Durham, NC, Duke University 


Press, 1970 


. Leventhal EA: Aging and the perception of illness. Res Aging 


1984; 6:119-135 


. Costa PT, McCrae RR: Hypochondriasis, neuroticism, and ag- 


ing. Am Psychol 1985; -40:19-28 


. Leventhal EA, Prohaska TR: Age, symptom interpretation, and 


health behavior. J] Am Geriatr Soc 1986; 34:185~-191 


. Walsh AC: Hypochondcriasis associated with organic brain syn- 


928 


20. 


21, 


22. 


as 


24. 


25. 
26. 


27; 
28. 
29; 
30. 
31. 


32. 


33. 


34. 


os 


36. 


37; 


38. 


39. 
40. 
41. 


42. 


drome: a new approach to therapy. J Am Geriatr Soc 1976; 
24:430-431 

Barsky AJ, Klerman GL: Overview: hypochondriasis, bcdily 
complaints, and somatic styles. fa Psychiatry 1983; 140:273- 
283 

Busse EW: Hypochondriasis in ‘he elderly. Compr Ther 1987; 
13:3742 

Verwoerdt A: Somatic expression of psychiatric illness, in Clin- 
ical Geropsychiatry. Edited by; Verwoerdt A. Baltimore, Wil- 
liams & Wilkins, 1982 

Charatan FB: Hypochondriasis i in the elderly. Psychosomatics 
1980; 21:880-883 

Salzman C, Shader RI: Depression in the elderly, 1: relationship 
between depression, psychologic defense mechanisms and pays- 
ical illness. ] Am Geriatr Soc 1978; 26:253-—260 

Lesse S: The masked depression’ syndrome—results of a 17-vear 
clinical study. Am J Psychother: 1983; 37:456-475 

Zarit SH: Aging and Mental, Disorders: Psychological Ap- 
proaches to Assessment and Treatment. New York, Free Press, 
1980, pp 191-192 ! 

Kenyon FE: Hypochondriasis: a clinical study. Br ] Psychiatry 
1964; 110:478-488 

Pilowsky I: Dimensions of hypochondriasis. Br J Psychiatry 
1967; 113:89-93 

Pilowsky I: A general classification of abnormal illness behav- 
iors. Br ] Med Psychol 1978; 5 1:131-137 

Hanback JW, Reveille W: Arousal and perceptual sensitivity in 
hypochondriacs. J Abnorm Psychol 1978; 87:523-530 

Barsky AJ, Wyshak G, Klerman’GL: Hypochondriasis: an eval- 
uation of the DSM-III criteria in medical outpatients. Arch Gen 
Psychiatry 1986; 43:493-500 

Derogatis LR, Lipman RS, Rickels K, et al: The Hopkins Symp- 
tom Checklist (HSCL): a self-report symptom inventory. Behav 
Sci 1974; 19:1-15 

Derogatis LR: SCL-90-R: Administration, Scoring, and Prece- 
dures Manual, II. Towson, Md, Clinical Psychometric Re- 
search, 1983 

Lipman RS, Covi L, Shapiro: AK: The Hopkins Symptom 
Checklist (HSCL): factors derived from the HSCL-90. Psycho- 
pharmacol Bull 1977; 13:43-45 . 

Barsky AJ, Cleary PD, Spitzer RL, et al: A structured diagnostic 
interview for hypochondriasis. J’ Nerv Ment Dis (in press) 
Robins LN, Helzer JE, Croughan J, et al: The National Institute 
of Mental Health Diagnostic Interview Schedule: its histcry, 
characteristics, and validity. Arch Gen Psychiatry 1981; 38:3&1— 
389 

Jette AM, Davies AR, Cleary PD, et al: The Functional Starus 
Questionnaire: reliability and validity when used in primary 
care. J Gen Intern Med 1986; 1:143-149 

Barsky AJ, Wyshak G, Klerman. GL: The Somatosensory Am- 
plification Scale and its relationship to hypochondriasis. J Psy- 
chiatr Res 1990; 24:323-334 . 

Barsky AJ, Wyshak G: Hypochondriasis and somatosensory 
amplification. Br J Psychiatry 1990; 157:404—409 

SAS Procedures Guide for Personal Computers, version 6. Cary, 
NC, SAS Institute, 1985 

Zonderman AB, Len VL, Costa PT: Effects of age, hypertension 
history and neuroticism on health perceptions. Exp Gerontol 
1986; 21:449-458 

Barsky AJ, Wyshak G, Latham KS, et al: The relationship be- 
tween hypochondriasis and medical illness. Arch Intern Med 
1991; 151:84-88 


Am J Psychiatry 148:7, July 1991 


Clinical and Research Reports 





Absence of Cognitive Impairment 
After More Than 100 Lifetime ECT Treatments 


D.P. Devanand, M.D., Anil K. Verma, M.D., 
Fughik Tirumalasetti, M.D., and Harold A. Sackeim, Ph.D. 


The cognitive function scores and subjective memory complaints of eighi patients who kad 
each received more than 100 treatments with bilateral modified sine wave ECT were equiv- 
alent to those of matched patients who had never received ECT. The results suggest that 
patients given many ECT treatments over several courses do not manifest measurable cog- 


nitive impairment at long-term follow-up. 
(Am J Psychiatry 1991; 148:929-932) 


ognitive impairments after a series of ECT have 

been well characterized (1). After ECT, many pa- 
tients have anterograde and retrograde memory defi- 
cits that typically resolve within a few months after 
treatment (2). Permanent effects appear to be restricted 
to gaps in memory for events that transpired during 
the months surrounding the ECT course (2). Nonethe- 
less, at long-term follow-up a small minority of pa- 
tients report profound cognitive deterioration, which 
they attribute to ECT, although objective neuropsy- 
chological evaluations may not reveal significant defi- 
cits (2, 3). 

Virtually all modern studies of ECT cognitive effects 
have involved patients who were each given a single 
course of ECT (2). Early studies with patients who 
received large numbers of ECT treatments suffered 
from a number of methodological problems: nonblind 
evaluation of ECT patients and comparison subjects 
(4, 5), group differences in severity of psychopathol- 
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ogy, lack of clarity as to whether a prolonged single 
course or multiple courses of ECT were administered 
(4, 5), and use of inappropriate instruments for neu- 
ropsychological evaluation. In this early work, the pa- 
tients were predominantly treated with unmodified 
ECT and their own perceptions of their cognitive func- 
tioning were not studied. In a controlled comparison, 
we gathered preliminary information on the severity of 
cognitive deficits and sukjective memory complaints in 
patients who had received more than 100 treatments 
with bilateral modified sine wave ECT in their lifetimes. 


METHOD 


The study was conducted at a large state facility in 
rural upstate New York. All living patients who had 
received more than 100 ECT treatments at the facility 
between 1965 and 1990 were identified. These 10 pa- 
tients constituted less than 1% of the patients who had 
been administered ECT during the 25-year period. 
Nine of these 10 patients were still followed at the 
facility at the time of study. Eight of them agreed to 
participate; the remaining patient was experiencing a 
manic episode and was not recruited for participation. 
The eight ECT patients were individually matched to 
eight patients who had never received ECT; matching 
was based on age, sex, psychiatric diagnosis, inpatient/ 
outpatient status, and specific ward or outpatient 
clinic. 
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TABLE 1. Demoa Characteristics and Cognition Scores for Eight Patients Given More Than 100. Lifetime ECT Treatments and 


Matched Patients Never Given ECT 


Comparison Paired 
__ECT Group _ __Group _ t Test 
Variable Mean SD Mean SD (df=7) 
Descriptive variables 
Age (years) 58.1 12.1 AB | 13.0 0.34 
Education (years) 10.3 2.3 11.8 ` 3.3 0.83 
Age at onset (years) 21.5 8.8 426 : 13.5 2.87° 
Number of psychiatric hospitalizations 19,2 13.8 3.9 32 3.27* 
Lifetime number of ECTs 160.1 58.8 
Number of ECT courses 11.8 4.8 
Months from last ECT to evaluation 38.7 41.3 ' 
Psychopathology scores 
BPRS 30.9 9.6 26.0 5.7 2.64° 
Montgomery-Asberg depression scale 11.3 10.6 6.1 3.3 1.71 
Cognition scores l 
Mini-Mental State total 26.6 3.3 26.5 l 4.3 0.08 
Buschke Selective Reminding Test (six trials) 
Total recall 34.8 12.4 37.1 1 9.8 0.50 
Delayed recall 6.1 3.3 5.6 | 3.1 0.41 
Recognition 11.5 0.9 10.8 2.0 0.89 
Subjective memory questionnaire 
Events long ago 3.5 1.3 3.9 1.0 0.70 
Events a few minutes ago 3.8 0.7 3.9 -09 0.31 
Names and faces of people 3.6 0.5 3.9 ' 10 0.61 
Events a month from now 3.1 0.8 a7 0.7 1.93 
Global 3.4 0.7 4.0 "0.9 1.49 
Sum of five items 17.4 3.0 19.4 : 3.7 1.32 
ap<0.05. 


Each group contained three men and five women; 
three were inpatients and five were outpatients. Other 
descriptive characteristics of the patients are presented 
in table 1. The patients in both groups belonged to 
three diagnostic categories: bipolar disorder (N=2), 
unipolar major depression (N=2), and schizophrenia 
(N=4). The groups did not differ in descriptive fea- 
. tures except that the ECT group had histories of more 
severe, recurrent illness, a significantly earlier onset, 
and significantly more psychiatric hospitalizations. 
The patients in the ECT group also had significantly 
more severe symptoms, according to Brief Psychiatric 
Rating Scale ‘BPRS) sccres, at the time of evaluation 
(table 1). 

All ECTs had been administered with a Medcraft 
sine wave device and bilateral frontotemporal elec- 
trode placement. The standard ECT procedure in- 
volved use of thiopental sodium, succinylcholine chlo- 
ride, and oxygenation. At the time of evaluation, all 
patients were receiving psychotropic medications, and 
the regimens of the two groups were comparable: five 
patients in each group were taking high-potency an- 
tipsychotics; three ECT patients were taking antide- 
pressants (nortriptyline, amoxapine, and fluoxetine, 
respectively), as were two non-ECT patients (nortrip- 
tyline and doxepin, respectively); three ECT patients 
and four non-ECT patients were taking benztropine or 
trihexiphenidyl hydrochloride; and four ECT patients 
and three non-ECT patients were taking lithium. None 
was receiving benzodiazepines. 

After giving informed consent, the patients were 
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evaluated by one of two physicians, a research psy- 


chiatrist (D.P.D.) or a fellowiin geriatric psychiatry 
(F.T.), who was blind to assignment to the ECT or 
comparison group. Each patient completed a subjec- _ 
tive memory questionnaire, an, abbreviated version of 
the memory rating of Squire et al. (6). The five ques- 
tions selected inquired about the patient’s assessment 
of long-term memory, recent memory, memory for 
names and faces, anterograde memory, and global 
memory before the first psychiatric hospitalization. 
Each answer was given on a 5-point scale (1=much 
worse, 5=much better). Three additional questions in- 
quired about the patient’s perceptions of the effects of 
ECT, medication, and psychotherapy on global mem- 
ory. The patients were also given the Mini-Mental 
State examination (7) and the ‘Buschke Selective Re- 
minding Test (8). The Buschke test involves six trials 
of a 12-item list, followed by testing of recall and rec- 
ognition after a 15-minute delay. The blind rater also 
completed the Montgomery-Asberg Depression Rat- 
ing Scale (9) to evaluate depressive symptoms and the 
BPRS to index global psychopathology. For a particu- 
lar patient, all assessments were conducted by one 
rater. Before the study, the two raters established reli- 
ability for the Montgomery-Asberg depression scale 
and the BPRS with an independent group of six pa- 
tients (intraclass correlation coefficients for fixed rat- 
ers, 0.78 and 0.89 for the Montgomery-Asberg and 
BPRS total scores, respectively). : 

Because one-to-one matching was used, the statisti- 
cal analyses were based on paired observations. Given 
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the limitations on power due to the small number of 
subjects and the importance of identifying group dif- 
ferences that did not quite reach significance, the sig- 
nificance levels were not adjusted for the number of 
statistical comparisons performed. 


RESULTS 


The two groups did not differ in any measure of 
objective or subjective cognitive functioning (see table 
1). The mean total Mini-Mental State scores of the two 
groups were identical and indicated normal function- 
ing for this age range (7). The groups did not differ on 
any of the Mini-Mental State subscales, including 
short-term recall. Likewise, the groups did not differ in 
scores on any of the Buschke test measures, including 
long-term storage, consistency of long-term recall, and 
number of intrusions. Neither total Mini-Mental State 
score nor Buschke test scores were significantly related 
to age, sex, or education. Across the groups (N=16), 
greater psychopathology was associated with poorer 
cognitive performance (BPRS and Mini-Mental State: 
r=—0.63, p<0.01; BPRS and Buschke total recall: 
r=—0.51, p<0.05; Montgomery-Asberg scale and 
Mini-Mental State: r=—0.47, p<0.1; Montgomery- 
Asberg scale and Buschke total. recall: r=—0.53, 
p<0.05), and these correlations were similar when the 
two groups were examined separately. Repeated meas- 
ures analyses of covariance were conducted separately 
for the total Mini-Mental State and Buschke total re- 
call scores; patient group was used as the repeated 
measures term, and BPRS score was used as a covari- 
ate. For both total Mini-Mental State and Buschke to- 
tal recall, there was no effect of patient group; the 
covariate-adjusted mean score on the Mini-Mental 
State indicated nonsignificantly better cognitive perfor- 
mance in the ECT group (27.6) than in the non-ECT 
group (25.6). 

On the subjective memory complaint questionnaire, 
the two groups did not differ significantly in any of 
the individual items or in the overall mean score on the 
five items. In the subjective reports on effects of treat- 
ments, two patients indicated that ECT had worsened 
their memory, two reported no change, and four stated 
that ECT had improved their memory. Subjective re- 
ports on the effects of psychotropic medication and 
psychotherapy were similar in the two groups (one 
patient in each group reported never having received 
psychotherapy). 


DISCUSSION 


There has been little information on the long-term 
cognitive consequences of multiple courses of modified 
ECT involving large numbers of treatments. We found 


that a small group of patients who had received on 


average 12 ECT courses, involving 160 treatments, 
could not be distinguished from a carefully matched 
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psychiatric comparison group on either objective or 
subjective measures of cognitive function. Of note, 
both patient groups had Mini-Mertal State scores 
within the established range for psychiatric patients 
(7). Both bilateral electrode placement and sine wave 
stimulation are known to produce greater acute and 
subacute cognitive impairments thar other forms of 
ECT (2). Therefore, the large number of treatments 
administered and the form of ECT used should have 
increased the likelihood of observing group differences 
had ECT resulted in long-term adverse cognitive ef- 
fects. The ECT group was blindly assessed months to 
several years after the last ECT. These findings suggest 
that the administration of a large aumber of ECT 
treatments, spaced over several courses, does not result 
in long-term cognitive impairment. 

This conclusion should be temper2d by the limita- 
tions of this study. The small number of subjects, ne- 
cessitated by the rarity of patients who receive more 
than 100 ECT treatments, may have limited the like- 
lihood of establishing group differenc2s because of lack 
of statistical power. However, after we adjusted for 
level of symptoms (BPRS scores), the ECT group had 
nonsignificantly better objective cogn_tive performance 
than the comparison group. Another limitation con- 
cerns the range of cognitive functions examined, The 
Mini-Mental State provides a gross measure of global 
cognitive function and has shown particular utility 
in the assessment of dementing conditions (7). The 
Buschke test examines anterograde learning and mem- 
ory. It is conceivable that cognitive domains not eval- 
uated by these instruments are subject to long-term 
ECT effects. However, these two ins:ruments evaluate 
domains that are known to be impaired immeciately 
after ECT (2), and more comprehensive evaluations of 
patients wko received single cours2s have failed to 
identify persistent deficits several moaths after ECT (1, 
2). This suggests that broader assessment is unlikely to 
reveal long-term adverse effects in the type of patients 
studied here. The findings pertain to patients who have 
received large numbers of treatments, distributed over 
several courses. It is unknown wherher they apply to 
patients who receive an unusually large number of 
treatments within a single course, although other in- 
vestigators have reported the absence of cognitive im- 
pairment at long-term follow-up of schizophrenic pa- 
tients treated with “regressive” ECT (10). Further, we 
cannot exclude the possibility that the patients in our 
study were selected to receive multiple courses of ECT 
in part because they showed acceptable levels of cog- 
nitive side effects earlier in their treatment histories. 

Only a small proportion of former ECT patients re- 
port long-term adverse cognitive effects, and there may 
be a number of factors that contribute to these percep- 
tions other than treatment-induced. cognitive changes 
(2, 3). Research of the type exemplified here cannot 
rule out the possibility that a few -ndividuals experi- 
ence long-term adverse effects. Rather, these findings doc- 
ument that with markedly intense exposure to ECT such 
long-term impairment, if it occurs at all, is uncommon. 
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Technique for Greatly Shortening the Transition 
From Methadone to Naltrexone Maintenance 
of Patients Addicted to Opiates 


Norbert Loimer, M.D., Ph.D., Kurt Lenz, M.D., 
Rainer Schmid, Ph.D., and Otto Presslich, M.D. 


Acute methadone detoxification was induced by the intravenous administration of nalox- 
one during simultaneous intravenous sedation with midazolam, a fully reversible short- 
acting benzodiazepine, in seven patients addicted to opiates. Within hours the patients tol- 
erated full doses of naltrexone. This technique enables patients to transfer easily, quickly, 
and safely from methadone to naltrexone maintenance. 


(Am J Psychiatry 1991; 148:933-—935) 


N A any opiate addicts genuinely want to become 

opiate free, but traditional withdrawal tech- 
niques result in high rates of dropout and early relapse. 
Severe objective and subjective withdrawal symptoms 
usually continue for at least several days and are 
strongly related to anxiety (1). Repeated low doses of 
naloxone have been used (1, 2), but this technique 
reduces the duration rather than the severity of with- 
drawal distress. Despite this drawback, some addicts 
find this approach attractive (3). Clonidine and nal- 
trexone have been used for rapid transition to naltrex- 
one maintenance (4, 5). Recently, we demonstrated 
that the acute withdrawal-precipitating action of nal- 
oxone in opiate addicts can be blocked by barbiturate 
anesthesia and that the continued administration of 
naloxone followed by naltrexone maintains the com- 
plete suppression of withdrawal distress after the ini- 
tial high loading (6). 

The aim of this clinical trial was to see whether rapid 
antagonist-precipitated opiate detoxification techniques 
(1, 6) can be safely modified so as to reduce the need 
for specially trained staff and sophisticated and expen- 
sive equipment while preserving the low levels of dis- 
tress that make withdrawal a less unattractive option 
to addicts. 
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METHOD 


Seven patients with diagnoses of opioid dependence 
according to the DSM-III-R criteria gave informed 
consent to participate in this clinical inpatient study. 
The patients (three female and four male) had 3- to 
13-year histories of opiate addiction (mean+SD=7.8+ 
3.6 years). Their ages ranged from 20 to 36 years 
(meantSD age=27.2+4.9 years). No drugs other than 
opiates were detected in their urine during the 2 months 
prior to the study. All were in good health, as determined 
by physical examinations and routine laboratory tests.. 
They had been on a di-methadone hydrochloride main- 
tenance regimen for at least 12 days (dcse range=40— 
120 mg/day; mean+SD dose=72.8+26.2 mg/day). They 
received their daily doses of methadone under supervi- 
sion at the drug-dependercy outpatient clinic. 

During the assessment period and the withdrawal 
program, severity and presence of withdrawal symp- 
toms were rated once a day on a modified rating scale 
(7) that included the following: piloerection, tremor, 
perspiration, restlessness, lacrimation, yawning, cold 
and hot flashes, abdominal cramps, muscle twitches, 
rhinorrhea, and back pain. Fellowing the example of 
Wang et al. (7), we gave these symptoms different 
weights and rated them as absent or present. Possible 
scores ranged from 0 to a maximum of 29. 

Twenty-four hours after the last oral methadone in- 
take, each patient was sedated by injection of a bolus 
of midazolam, 30 mg, into a peripheral vein. Within 
10 minutes, 4 mg of naloxone diluted with 200 ml of 
0.9% saline was injected by means of a constant infu- 
sion pump. Sedation was maintained as necessazy with 
repeated injections of midazolam, 50—75 mg. Shortly 
after the naloxone infusion was completed, the pa- 
tients received repeated doses of flumazenil, 2-6 mg, 
until they were fully awake. Opiate antagonist treat- 
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TABLE 1. Withdrawal Symptoms and Physical Signs in Seven Opiate Addicts Given Naloxone and Naltrexone During Detoxification From 
Methadone 


Hours Before and After Detoxification Procedure 


—24 —I +24 +48 +72 +96 +120 

Measure Mean SD Mean SD Mean SD Mean SD Mean SD Mean SD Mean SD 
Rating of severity 

of withdrawal 

distress? 0.43 0.53 0.86 0.69 1.43 0.79 1.28 0.75 0.86 0.69 0.86 1.06 0.57 0.53 
Blood pressure 

(mm Hg) 

Systolic 110.7 7.3 107.8 9.0 118.6 12.1 115.7 5.3 114.3 8.3 111.4 4.7 111.4 9.4 

Diastolic 68.5 6.9 68.5 12.1 68.6 6.3 74.3 13.9 72.8 9.5 70.0 57 67.1 TS 


Pulse rate (bpm) 79.3 106 743 79 72.8 2:9 68.6 6.9 718. 36 714 8.5 77.1 8.5 


*Scale of Wang et al. (7); range of possible scores=0-29. 


ment was then continued with oral naltrexone, 50 mg/ 
day, which was repeated every 24 hours until no more 
opiates were detected in urine samples. During the 
detoxification procedure, heart rate was recorded con- 
tinuously by an automatic ECG, and blood pressure by 
an automatic cuff manometer. After starting the acute 
detoxification treatment, patients were examined every 
8 hours by staff nurses to ascertain body temperature, 
blood pressure, and heart rate. To control the efficacy 
of the treatment, urine samples were analyzed daily for 
opiates, benzodiazepines, and other drugs of abuse. 

Two patients chose to continue naltrexone mainte- 
nance after the end of the study. 


RESULTS 


In this study the usual acute onset of withdrawal 
signs and symptoms following the intravenous admin- 
istration of naloxone in unsedated opiate addicts (1, 2, 
7) was completely suppressed by midazolam. In all of 
the patients, adequate individual methadone mainte- 
nance had completely suppressed withdrawal distress 
before detoxification. After the reversal of benzodiaz- 
epine sedation with flumazenil (8°, no objective with- 
drawal symptoms were recorded on the rating scale (7) 
(table 1). The oral administration of 50 mg of naltrex- 
one during and after naloxone administration did not 
lead to the reappearance of withdrawal symptoms. 
Mean scores on withdrawal symptoms, measured daily 
at 9:00 a.m. by the revised Wang et al. rating scale, 
showed no significant changes throughout the study 
(Duncan’s multiple range test). It is noteworthy, how- 
ever, that two subjects experienced mild perspiration 
(lasting for 4-6 hours) 48 hours after the detoxifica- 
tion process was initiated. 

Heart rate, blood pressure, body temperature, body 
weight, and respiratory rate remained stable during the 
whole treatment period. Furthermore, no changes in 
routine clinical laboracory parameters could be de- 
tected in any of the patients. Before the patients were 
discharged, all of their urine samples were found to be 
free of opioids and benzodiazepines. Benzodiazepines 
were not found 48 hours after the administration of 
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midazolam; methadone could be observed until 120 
hours after the last intake. 

All seven patients successfully completed detoxifica- 
tion, as verified by negative results on urine tests and 
pretreatment levels of withdrawal distress. 


DISCUSSION 


In this study our previous experience with the effec- 
tive suppression of withdrawal symptoms during con- 
tinuous naloxone infusion (1) was confirmed. In other 
studies (2) high doses of naloxone produced acute and 
severe abstinence symptoms in opiate addicts after in- 
travenous administration, The onset of withdrawal 
symptoms was often described as the only condition- 
ing stimulus for relapse. As we showed in an earlier 
report (6), this dramatic effect of naloxone is prevented 
by general anesthesia. However, this technique has the 
drawback of requiring sophisticated medical care and 
technical equipment as well as specially trained staff. 
To develop a simpler treatment design, we chose a 
short-acting benzodiazepine, midazolam, which was 
equally effective in suppressing naloxone-precipitated 
withdrawal symptoms in these opiate addicts. The ad- 
vantage of this new method is that it may be safer than 
general anesthesia, and the sedative effect of the ben- 
zodiazepine can be completely reversed by administer- 
ing the antagonist flumazenil (8). 

The reason for changing from naloxone to oral nal- 
trexone after the patients awoke from sedation is the 
much longer pharmacological action of naltrexone. 
This drug is also much cheaper than naloxone. After 
anesthesia, withdrawal signs appear to be suppressed 
by the continuous presence of an adequate concentra- 
tion of opiate antagonists in the blood. Our earlier 
findings (6) support the notion that the withdrawal 
syndrome may be suppressed by an effect of opiate 
antagonists on unblocked opiate receptor sites. This 
might also explain the protective action during steady- 
state naloxone in the presence of exogenous opiates. 
However, our experiences suggest that it is very im- 
portant to exclude polydrug abuse, especially alcohol 
abuse, to avoid possible side effects (e.g., acute onset of 
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delirium tremens) during use of the antagonist-precip- 
itated opiate withdrawal technique. 

This rapid and safe approach permits opiate detox- 
ification to be greatly accelerated without any danger; 
it is also economical in terms of treatment costs and 
time away from work. It is attractive to drug addicts 
who are afraid of withdrawal distress. In the future, 
very long-acting opiate antagonists should be used af- 
ter rapid detoxification to block opiate receptor sites 
for a langer time, so as to interrupt the vicious circle of 
addiction. 
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Blunting of Noradrenergic-Stimulated Growth Hormone 
Release in Mania 


Timothy G. Dinan, M.D., M.A., Lakshmi N. Yatham, M.B., 
Veronica O’Keane, M.B., and Siobhan Barry, M.B. 


Seven drug-free patients with bipolar affective disorder, currently in a manic phase, under- 
went desipramine-induced growth hormone (GH) stimulation, as did seven healthy age- and 
sex-matched subjects. There was significant blunting of GH release in the manic patients, 
suggesting a down-regulation of «2-noradrenergic responses. Blunting of GH release was not 
related to severity of symptoms, duration of illness, or age. Similar blunting has previously 


been described in depressed patients. 
(Am J Psychiatry 1991; 148:936—-938) 


Koa et al. (1) have shown that a2-noradren- 
ergic receptors in the arcuate nucleus of the hy- 
pothalamus indirectly control growth hormone (GH) 
release by increasing the release of GH-releasing hor- 
mone (GH-RH). Clonidine, when administered to 
healthy subjects, stimulates GH release by acting at 
these receptors (2, 3). The monoamine reuptake inhibi- 
tor desipramine blocks the reuptake of norepinephrine 
and, when given orally, has a similar action (4, 5). The 
effect is blocked by the a-adrenergic antagonist yo- 
himbine but not by the a,-adrenergic antagonist pra- 
zosin (6), which supports the involvement of a) recep- 
tors. 

GH responses to clonidine (7, 8) and to desipramine 
(5, 9, 10) are significantly blunted in both unipolar and 
bipolar depression. To our knowledge, such responses 
have not been investigated in mania, and they have con- 
siderable implications for our understanding of norad- 
renergic processes in the condition. We therefore de- 
cided to study desipramine-induced GH responses in 
unmedicated manic patients. 


METHOD 


Seven inpatients (four women and three men) 18 to 
70 years old (meanzSD=43.4+13.7), with bipolar affec- 
tive disorder, who fulfilled DSM-IT-R criteria for a cur- 
rent manic episode, participated. The diagnosis in each 
case was based on separate assessments by three clini- 
cians, all of whom interviewed the patients and had ac- 
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cess to their past medical records. (An additional patient 
was considered unsuitable because one of the clinicians 
disputed the diagnosis.) All patients gave written in- 
formed consent and were physically healthy as deter- 
mined by physical examination, routine blood tests, and 
ECG. All were drug free for at least 8 weeks before the 
study. This was determined from the history and a uri- 
nary drug screen. Five patients had previously taken 
lithium; one, haloperidol; and one, amitriptyline. The 
comparison group consisted of seven healthy adults 
(four women and three men) without a previous or fam- 
ily history of psychiatric illness, who were 20 to 68 years 
old (meantSD=40.5+11.6). Their social background 
was similar to that of the patients. The three premen- 
strual patients and three premenstrual healthy subjects 
were tested in the follicular phase of their menstrual 
cycle. The severity of symptoms was assessed on the day 
of testing with the 8-item rating scale of Peterson et al. 
(11). The meansSD score was 20.1+2.0. 

Tests were conducted as previously described (5). 
Briefly, an 18-gauge cannula was inserted into a fore- 
arm vein at 8:30 a.m. The subject was then allowed to 
relax for 20 minutes before blood was drawn for deter- 
mination of GH levels. Two baseline 8-m! samples were 
collected at a 15-minute interval in lithium-heparin 
tubes; results from these two samples were averaged. 
Desipramine, 1 mg/kg of body weight, was then given 
orally. Subjects were encouraged to remain supine as 
much as possible but were allowed to walk around the 
room intermittently and talk as much as they wished. 
This was essential to ensure compliance in the case of 
the manic patients. Throughout the test subjects were 
accompanied by a nurse and a clinician. Blood for fur- 
ther GH determination was collected 90, 120, and 180 
minutes after the administration of desipramine. GH 
was assayed (in a manner blind to diagnosis) by dou- 
ble-antibody radioimmunoassay (Diagnostic Products 
Corp., Los Angeles). Within- and between-assay coeffi- 
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FIGURE 1. Mean Growth Hormone Levels in Seven Manic Patients and 
Seven Normal Subjects Who Underwent Desipramine-induced GH Stimu- 
lation? 
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“Differences between the patients and the norma! subjects were sig- 
nificant at 90 minutes and 120 minutes [p<0.05, Tukey’s test). 


cients of variation were 4% and 5%, respectively. Data 
were analyzed by means of two-way analysis of variance 
(ANOVA), Tukey’s test, and Pearson product-moment 
correlation coefficients through use of Statgraphics 
(12). 


RESULTS 


GH response was measured as the maximum GH 
value relative to baseline. The meansSD GH response in 
the manic patients was 1.43+1.8 mU/liter, compared to 
8.76+4.3 mU/liter in the healthy comparison subjects 
(t=4.10, df=12, p<0.005). A two-way ANOVA with re- 
peated measures yielded the following: F=20.19, df=5, 
69, p<0.001 (group: F=50.1, df=1, 60, p<0.001; time of 
sampling: F=12.6, df=4, 60, p<0.001). There was a sig- 
nificant Group by Time interaction (F=9.5, df=4, 60, 
p<0.001). Differences between the patients and the 
healthy subjects were significant at 90 minutes and 120 
minutes (p<0.05, Tukey’s test) (figure 1). 

GH response was not related to patient age (r=—0.44, 
df=5, p=0.31), duration of illness (r=-0.42, df=5, p= 
0.34), or severity of symptoms as measured by the Pe- 
terson rating scale (r=0.39, df=5, p=0.37). 


DISCUSSION 
There have been few reports of neuroendocrine chal- 


lenge tests in manic patients. This undoubtedly relates 
to the fact that such tests are difficult to conduct in un- 
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medicated manic patients. It took 2 years in a busy psy- 
chiatric unit to recruit the current group of seven pa- 
tients with mild to moderately severe mania. The pre- 
sent study provides the first report of significant 
desipramine-induced GH blunting in such patients. 
Similar blunting has also been seen in patients with ma- 
jor depression and in such patients does not normalize 
with treatment (13). 

Laakmann et al. (6) have provided convincing evi- 
dence that the action of desipramine in elevating GH 
levels is mediated by a)-noradrenergic receptors. If this 
is the case, it is likely that such receptors in mania are 
functionally down-regulated, as is the case in depression 
(2, 3, 5, 7, 8). It would thus seem improbable that the 
receptor alteration is a core etiological factor in either 
mental state. It is, however, an important marker for 
affective disorder, and such noradrenergic dysfunction 
may render the individual vulnerable to mood fluctua- 
tion. 

Stein (14) was the first tc put forward a comprehen- 
sive theory of mood disorder based on the putative be- 
havioral function of noradrenergic neurons as a reward 
system. He postulated a noradrenergic deficiency theory 
of depression and a noradrenergic excess theory of ma- 
nia. Although the present study focused on only one 
noradrenergic receptor subtype, the data provide little 
to support Stein’s original hypothesis. It is highly un- 
likely that both noradrenergic deficiency and noradren- 
ergic excess would have the same impact on a)-norad- 
renergic receptors. 

The possibility exists that the aberrant responses are 
the result of previous exposure to psychotropic medica- 
tion. We cannot rule out this possibility, but two of the 
patients were drug free for 8 weeks and the others for 
periods ranging from 6 to 12 months. The possibility 
that previous exposure tc psychotropic medication 
would have long-lasting effects over this period is re- 
mote. It is of interest that two of the patients were pre- 
viously studied during their first depressive episodes, 
when they were entirely drug naive, and on that occa- 
sion they had similar blunted responses (10), which sup- 
ports the view that the abnormality is a trait marker in 
bipolar affective disorder. 
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AUTISM 


Autism: Developmental Clinical Psychology and Psychiatry, 
vol. 15, by Laura Schreibman. Newbury Park, Calif., Sage 
Publications, 1988, 176 pp., $19.95; $12.95 (paper). 


Autism: Explaining the Enigma, by Uta Frith. Cambridge, 
Mass., Basil Blackwell, 1989, 288 pp., $19.95. 


Although most clinicians use standard diagnostic systems 
(DSM-III, DSM-III-R, and ICD-10, for example) to label a 
patient “autistic” or to include a subject in a research study 
of “autism,” many, if not most, clinicians and researchers 
maintain independent beliefs about the nature of autism. Us- 
ing a system and believing in its validity are quite separable. 
Current beliefs concerning the nature of autism sort into at 
least four camps: clinician centered, diagnostic system cen- 
tered, deficit centered, and treatment centered. 

Clinician-centered beliefs spring from the clinician’s view 
that internalized experience allows one to make natural cate- 
gories based on the accumulated knowledge of exemplars of 
the syndrome. Autism is recognized in the course of a clinical 
interview by individual practitioners. Formal diagnostic sys- 
tems are seen as flexible guidelines for interpreting the syn- 
drome. There could be as many “autisms” as there are clini- 
clans. 

System-centered beliefs arise when clinicians and re- 
searchers invest faith in the measurable reliability and validity 
of diagnostic interviews, inventories, or checklists to create the 
form of the syndrome. In system-centered beliefs, autism is 
best defined by a set of symptoms and behaviors that can be 
marked in sets of patients. The item sets serve as a basis for 
belief in the syndrome. 

Deficit-centered beliefs emerge from theoretical notions of 
the possible causal bases for autism. Deficit-centered beliefs 
focus on the unifying force that hypothesizing a key deficit 
brings to any conceptualization of the syndrome. In fact, a 
large part of the history of the study of autism is essentially 
the history of shifting deficit-centered beliefs. Cold parents, 
faulty vestibular systems, impaired language development, 
and genes for disordered social cognition have all been 
claimed as unifying deficits. 

In Autism: Explaining the Enigma, Uta Frith argues for the 
deficit-centered belief in autism as defined by a “weak drive 
for coherence” (p. 163). Frith argues that autism is a failure 
to create metarepresentations of elements of experience. For 
example, if you are asked to create a category of things with 
fur and you include a fur hat, a pet bunny, and the old bologna 
in the back of the refrigerator, you are creating a metacate- 
gory. You are imagining a togetherness of visually dissimilar 
elements, and you have created a framework that is metarep- 
resentational. 

Frith claims that the inability to generate metarepresenta- 
tions defines autism, and that this unique deficit is part of the 
failure to extract global coherence from experience. In Frith’s 
model, the social impairment of autistic individuals arises 
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from an underlying failure to create imaginatively the abstrac- 
tion (or metarepresentation) of the minds of others. In this 
model, if we do not attribute minds to others, we cannot pre- 
dict their behavior and we cannot interact normally in social 
encounters. 

Frith’s model is an extension of the developmental theories 
of Leslie, Perner, and others who argued that the normal 
child’s creation of a theory of mind is an innately determined 
step in the formation of a template for all social cognition. 
Frith’s application of this theoretical model to the impair- 
ments of autism is attractive and intuitively appealing, and her 
arguments are coherent and well presented. 

The only drawback to the use of this theoretical framework 
to define autism is that the model fails to explain the behaviors 
that arise very early in the development of many autistic indi- 
viduals and often remain as part of their repertoire. These 
include an irritable response to tactile stimulation such as sim- 
ple touching or holding, gaze aversion, the loss of first words 
or very early language skills, the presence of pica or other 
disordered taste preferences, bizarre reactions to pain, and 
sleep disorders. Such problems appear before the child is even 
2 years old—before the normal expected point of the unfold- 
ing of the ability to form a theory of the mind of another. Even 
in cases where such behaviors are nated only lazer in develop- 
ment it cannot be argued that they are a consequence of cog- 
nitive impairment. For the Frith model, all such behaviors 
must represent nonpathognomonic symptoms. Some of these 
symptoms, however, suggest impairment to basic mammalian 
mechanisms of sociability, such as the ability to experience a 
reduction of tension (anxious arousal) by means of the touch 
of another. 

Moreover, many high-functioning autistic children and 
adults do form ideas of the minds of others. In some autistic 
individuals such ideas may be mirrors of their own minds 
(such as expecting you to like the foods or hobbies they do), 
but in others the ideas of minds may be more sophisticated: 
these individuals will ask your preferences in cars or activities 
or television shows as if they expected an answer different 
from their own interests. 

Conversely, retarded children with normal social interests, 
emotions, and social directedness have shown impaired ability 
to imagine the minds of others. 

Frith’s extended discussion of the “sensitivity” and “speci- 
ficity” of this hypothesized deficit in imagining the minds of 
others is important for the field because it forces attention to 
social cognition in autism. However, despite the global nature 
of this hypothesized deficit, and despite the implications of 
such a deficit for social behavior, this deficit alone does not 
provide sufficient explanatory power to encompass the range 
and nature of impairments consistently found to be associated 
with the clinical diagnosis of autism. 

The final set of beliefs are treatment-centered beliefs. These 
generally posit no unique deficit but hold that autism is best 
understood as a disorder for which special forms of education 
are crucially necessary. In Autism, Laura Schreioman devotes 
most of her explanatory energy to outlining an educational 
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treatment method—behavior modification—that has met 
with the greatest success in helping autistic individuals to func- 
tion more successfully. In chapter 6, “Specifics of Behavioral 
Treatment,” Schreibman describes the behavioral excesses 
and deficits of autistic individuals. She goes on to consider the 
generalization of treatment effects. 

Embedded in Schreibman’s discussion of treatment meth- 
ods is a deficit-centered claim for the unification of the syn- 
drome of autism. Schreibman states that a substantial body of 
behavioral research has identified a particular pattern of at- 
tention wherein many autistic children, when presented with 
a learning situation requiring response to simultaneous mul- 
tiple cues, characteristically respond to a very restricted num- 
ber of the available cues. This pattern of attention has been 
labeled “stimulus overselectivity” (Autism, p. 111). 

For Schreibman, stimulus overselectivity is the key deficit 
of autism—the deficit that behavioral modification can ad- 
dress and ameliorate. As Schretbman points out, most learning 
situations involve multiple cues; therefore, if autistic children 
always “overselect” some limited set of environmental infor- 
mation, autistic children will be impaired in most learning 
situations. For Schreibman, behavioral modification training 
is important because it works toward development of both 
temporal generalization—maintaining a behavioral pattern 
over time—and stimulus generalization—maintaining a re- 
sponse set to a stimulus across different situations. 

Both Frith and Schreibman provide clear and careful sum- 
maries of the history and state of the field. Both make strong 
arguments for the nature of the deficit they envision to be the 
defining one for the syndrome of autism. Are these deficits— 
failure to achieve global coherence and failure to attend to 
multiple stimuli—one and the same? 

Recently Margaret Bauman conducted analyses of whole- 
brain serial sections of the brains of seven autistic males. She 
found no anatomical or cellular deficits in the neocortex, but 
she did find too many cells, all of which were immature, in the 
limbic system tissue of all seven brains. If one of the limbic 
system’s central functions is to create long-term memories 
based on the arousal salience of impinging environmental ex- 
perience, then it may be that in autism, the yoked arousal and 
memory-forming capacities are impaired in ways that con- 
strain an individual’s ability to focus on multiple cues by lim- 
iting the functional integration of working memory. It may 
also be that fragmented working memory and limits to the 
formation of long-term memory have negative effects farther 
“downstream” in behavior, curtailing the creation and memo- 
rial establishment of all sorts of imaginative representations. 

Both of these books deserve a place on the bookshelf of 
those working in the field. For those not working in the field, 
either would provide a good introduction to previous research 
and theory, with the caveat that each is centered on a specific 
but limited belief about the unity of deficit across individuals 
who can be identified as autistic. 


LYNN WATERHOUSE, PH.D. 
Ewing Township, N.J. 


Autism: Nature, Diagnosis, and Treatment, edited by Gerald- 
ine Dawson. New York, Guilford Press, 1989, 417 pp., 
$45.00. 


This book is an important contribution to autism research, 
bringing together the data and viewpoints of many of the 
prominent investigators in the field. The book is divided into 
two broad sections, the first on the nature of autism as seen 
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from different perspectives and the second predominately on 
treatment issues. An excellent foreword is provided by Dr. Eric 
Schopler. 

In section one, Perspectives on the Nature of Autism, five 
chapters review the various psychological perspectives on the 
essential nature of autism. These chapters focus on the social, 
cognitive, language, and attentional deficits in autism, explor- 
ing their possible roles in the genesis of this clinical syndrome 
and proposing different theories on the likely primary deficit. 
In general, this segment of the book emphasizes the primacy 
of disturbances in early social-affective development, propos- 
ing that other deficits arise as a consequence of these early 
developmental deficits. A particular strength of this segment 
is the thorough and evenhanded presentation of data followed 
by the author’s analysis and views of the meaning of the data. 
This approach provides the reader with a thorough review of 
the existing data and avoids the bias of a theory-driven view 
of the literature. 

A limitation of the general viewpoint represented in these 
chapters is the failure to consider the existence of early devel- 
opmental deficits in nonverbal cognition. These early deficits 
are not easy to assess but are nonetheless present; their exist- 
ence calls into question the primacy of the social-affective defi- 
cit. A second limitation is that the authors have not considered 
the possibility that all the deficits—social, language, and cog- 
nitive—could be dependent on a common neural substrate, 
i.e., the association cortex. This omission is apparent, for ex- 
ample, in their discussion of attention and arousal; the authors 
speculate on the adverse effect of attentional deficits on infor- 
mation processing but do not consider the obvious converse 
possibility that lack of comprehension of the meaning of an 
object or situation may affect attention. 

The second part of section one presents several neurobi- 
ological perspectives that emphasize the primary role of sub- 
cortical mechanisms in the pathogenesis of this syndrome. Al- 
though the authors of these chapters emphasize the function 
of the nervous system in terms of neural circuits and. specifi- 
cally propose dysfunction within the cortical-limbic-reticular 
system, they emphasize a subcortical origin for the pathogene- 
sis of the clinical deficits arising from the cortex. Absent from 
this section are chapters by Bauman and Kemper on neuropa- 
thological findings in autism and by Rumsey and Hamburger 
on neuropsychological findings. The last two chapters in this 
section cover the topics of neurotransmitter abnormalities in 
autism and genetic issues, respectively. The neurochemistry 
chapter by Volkmar and Anderson provides an excellent re- 
view of this area. 

Section two provides chapters on diagnosis and various as- 
pects of treatment, including methods for increasing language 
use and social interactions in autistic children and pharma- 
cological treatments. The single chapter on diagnosis, by Wa- 
terhouse, Wing, and Fein, primarily underlines diagnostic dif- 
ficulties and, indeed, makes a case for the absence of a 
definable syndrome. Although it is worthwhile to consider the 
inadequacies of diagnostic criteria for describing the syn- 
dromes of autism and the difficulties of clinicians in applying 
these criteria, the existence of autism as a recognizable syn- 
drome is undeniable. In regard to the authors’ comments on 
the inadequacies of all theories seeking to explain autism and 
hence to validate the clinical syndrome, it is worth remember- 
ing that the complexity of the structure and function of the 
nervous system is still far beyond our current understanding. 
We can expect those limitations to be reflected in our data and 
theories regarding all CNS disorders. Rather than expecting 
“the answer,” we can expect a progressive shaping of theories 
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about the pathogenesis of autism over time, reflecting gains in 
both our understanding of the deficits in autism and of the 
structure and function of the CNS. The adequacy of current 
data and theories should not be used as an index of the validity 
of the clinical syndrome. The coverage of diagnostic issues in 
this section suffers substantially from the absence of chapters 
covering the clinical syndrome as it is defined, the conceptual 
advances engendered in DSM-III-R criteria, diagnostic instru- 
ments that have made inroads into the standardization of di- 
agnosis, and future directions in diagnosis research. 

The treatment chapters provide a nice review of research 
issues and focuses for behavioral intervention. The chapter on 
pharmacological treatment provides a thorough review of the 
efficacy data on the various medications considered in autism. 

In summary, this book ts an excellent contribution to the 
research literature and a worthwhile purchase. It has a great 
many strengths and some limitations, primarily in the area of 
omissions. Some chapters will be of value to anyone dealing 
with autistic individuals, but others will primarily be of inter- 
est to those more involved with research and program devel- 
opment. 


NANCY J. MINSHEW, M.D. 
Pittsburgh, Pa. 


PSYCHOANALYSIS 


Nuances of Technique in Dynamic Psychotherapy, by Mardi 
J. Horowitz, M.D. Northvale, N.J., Jason Aronson, 1989, 268 
pp., $27.50. 


This book is a collection of papers (published mainly in the 
1970s) that Horowitz has “brought together for the first time 
because they describe a domain of concern for the individual 
style and capacities of the patient.” Horowitz’s description of 
this “domain” is brilliant and reveals a first-rate mind fully 
engaged in the enterprise—eclectic, shrewd, and artful. 

The major contribution of this book is its integration of 
cognitive theory and contemporary psychoanalytic theory, an 
important development at the time these papers were written. 
Cognitive considerations inform Horowitz’s conceptions of 
etiology as well as therapy, and he convincingly explains how 
new cognitive structures (broadly defined) are what produce 
change in psychotherapy. This means that the psychotherapist 
is a teacher and that how he or she teaches is as important as 
what is taught. Horowitz’s emphasis is on how the patient 
learns, and that is only half the story. But the half of the story 
Horowitz tells is remarkable. 

His book begins with the newest of these papers (published 
in 1986). Informed by his cognitive perspective, Horowitz de- 
fines eight levels of interpretation. This is his attempt to plumb 
the vertical dimension of depth psychology from the psycho- 
therapist’s perspective. Like many other ideas in the book, it 
makes eminent sense. These eight levels are then multiplied by 
three kinds of contexts: “current external situations,” the 
“current therapy situation,” and “past situations.” Now the 
reader has 24 possible variations to think about, a cognitive 
map to locate the kind of interpretation he or she makes to 
the patient. Horowitz has begun the microdissection of the 
corpus of therapeutic communication that will permit mi- 
croanalysis and the discussion of nuance. This kind of speci- 
fication is characteristic of Horowitz’s thinking, and he does 
it with a minimum of jargon. 
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Horowitz then turns to an important issue with an artul 
example. He seeks to demonstrate how learning takes place 
in psychotherapy and how that learning is crucial to working 
through. His example is a clinical vignette in which a patient 
composes a poem in a therapeutic hour. He gives us a mi- 
croanalysis of the “cognitive maneuvers” of the patient and 
“the interrelationships among ideational structures, emo- 
tional responses and reactive control respcnses.” 

The next chapter, which one is tempted to call an esszy, 
deals with therapeutic alliances with difficult patients. Written 
with Charles Marmar, M.D., it is a gem. The next three chap- 
ters deal with visual thought images in psychotherapy. These 
chapters allow Horowitz to discuss modes of thinking and 
feeling and not-thinking and not-ieeling. The analysis is 
Proustian. 

Horowitz then turns to trauma and traumatic stress discr- 
der. He considers how character style influences the experi- 
ence of trauma. He describes a traumatic episode and then 
imagines the patient, Harry, with three different persor.ality 
styles: histrionic, compulsive, and narcissistic. The important 
issue is that the therapist not have one approach to traumatic 
stress disorder because different kinds of patients integrate 
“information” differently. 

The last chapter is a tour de force—a description of a suc- 
cessful analysis emphasizing the cognitive char.ges that pro- 
duced the result. Here most of all one feels that unfortunate 
psychoanalytic tradition which even in its clinical literature 
conceals the person of the analvst and thus deprives the reader 
and student of the opportunity to learn how the master teacher 
teaches the patient. The dust jacket of Nuances has the usual 
glowing endorsements. What is unusual is zhat the book fully 
deserves them. 


ALAN A. STONE, M.D. 
Cambridge, Mass. 


Psychoanalvsis and Motivation, by Josepo D. Lichtenberg. 
Hillsdale, N.J., Analytic Press, 1989, 422 pp., $39.95. 


In this masterful collection, synthesis, and reformulation of 
contemporary infant research, Joseph Lichtenberg seeks to ex- 
tend our understanding of underlying motivational systems by 
using fresh psychoanalytic corceptualizations. Although not 
an infant observational researcher himself, Lichtenberg rests 
his work heavily on psychoanalysts who are, such as Mahler, 
Emde, Greenspan, Sander, and Stern, and integrates their find- 
ings with his own extensive clinical experience with adults. In 
contrast to the classical dual-drive theory, Lichtenberg cffers 
five separate motivational systems and then demonstrates how 
they can orient the therapist in clinical work. A chapter con- 
tributed by June L. Hadley, M.D., suggests correlations be- 
tween the five motivational systems and current advances in 
neurobiology. 

Throughout the book, Lichtenberg attem>ts te demonstrate 
how the five motivational systems relate to each other and 
how the self acts as the center for initiating, organizing, ar.d 
integrating motives. The five motivational systems are each 
based on clearly observable behavior that begins in the neo- 
natal period. 

The first motivational system discussed is the system based 
on the need for psychic regulation of physiological require- 
ments involving hunger, thirst, elimination, tactile stimula- 
tion, equilibrium, thermal control, and sleep. When these re- 
quirements are coupled with the satisfactory participation of 
the caregiver, a quality of affeczive substrata that Lichtenberg 
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calls a “selfobject” experience is established. Here he is apply- 
ing Kohut’s frame of reference and rejecting what he considers 
to be the blind drives of Freud. To Lichtenberg, psychological 
regulation of physiological requirements derives from the 
lived experience, which is optimal when the infant and the 
caregiver are well matched. 

Lichtenberg’s second motivational system is the attach- 
ment-affiliation system. Lichtenberg wants to shift from oral 
or nonoral preeminence to that of the five motivational sys- 
tems: from infant as activator and the mother as responder to 
the interactional interplay of both; from instinctual behavior 
to mutual regulation; from attachment as behavior to the ex- 
perience of pleasure in intimacy. Lichtenberg’s concept of at- 
tachment is not based an what a baby does or the caregiver 
does but a mutual interregulation resulting from the activation 
of motivations and functions of both. In contrast to theories 
of early fusion or symbiotic merger, Lichtenberg believes that 
the infant must have a sense of self if there are five different 
motivational systems. His clinical experience causes him to 
doubt that even autistic children or withdrawn schizophrenic 
patients lose the differentiation of self from other. Lichtenberg 
believes that affective signals from the therapist play a major 
but often unrecognized role in facilitating or inhibiting patient 
behavior, just as is the case with the mother and her 1-year-old 
child. Lichtenberg reviews research on infant-father interac- 


tion in this area as well. It is not generally recognized that ` 


infants have clear-cut attachment reactions to fathers and 
often prefer fathers for some kinds of socializing and play 
despite their more vigorous and varied patterns. 

In the third system, the exploratory-assertive motivational 
system, competence pleasure is an explicit demonstrable re- 
sponse. Lichtenberg bel:eves that children and adults use the 
exploratory-assertive motivational system to solve conscious 
and unconscious intrapsychic and interpersonal problems in 
adaptation. 

The fourth or aversive motivational system centers around 
antagonism/withdrawal (fight/flight) and ts weak in early in- 
fancy. This system is largely dependent on the amount of suc- 
cess innate patterns have in serving as signals to evoke reme- 
dial patterns from caregivers. Older infants and toddlers add 
anger and fear but also need caregivers to induce or support 
aversive responses in danger situations. Lichtenberg includes 
learning to engage in and regulate controversy in this fourth 
system, a capacity that requires subjective awareness in the 
child of his or her own affective states and those of others. 
Some infants are powerless to restrict withdrawal responses 
to the signal level because caregivers are incapable of amelio- 
rative responses that relieve distress and because stability and 
familiarity produce fear, anger, or sadness rather than relief. 
Similarly, some patients with severe personality disturbances 
seek the re-creation of aversive transference situations marked 
by fear, anger, and depression. 

When Lichtenberg turns to the fifth system, the sensual-sex- 
ual motivational system, he finds few experimental studies and 
systematic observations. He believes that the role of eroto- 
genic zones has been overstated and the role of caregiver ac- 
tivity understated. 

Lichtenberg broadens the concept of “model scenes” he in- 
troduced in earlier work to describe important lived experi- 
ences of childhood that serve unconsciously to organize cur- 
rent experience as a means by which patients ascribe 
particular roles to themselves and to the analyst. The earlier 
the lived experience the more importance Lichtenberg attaches 
to how it is recorded, represented, maintained, or trans- 
formed. Crucial to the clinical application of Lichtenberg’s 
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theory is the therapist’s appreciation of transitions in domi- 
nance from one motivational system to another. Affects are 
the best cues. Lichtenberg’s discussion brings forward con- 
temporary views of affects and acknowledges them as the giv- 
ers of meaning to model scenes and the fuel for desired repe- 
tition. 

Lichtenberg posits that the unconscious is occupied by his 
five motivational systems shaped by lived experience before 
and after the development of symbolic representation. To en- 
ter the state of mind of the analysand, the analyst must attend 
not only to the words and affects of ordinary free association 
but also to the behaviors, gestures, and affects that come from 
deeper layers. This allows the analyst to formulate model 
scenes after using the analyst’s own affect-laden responses in 
addition to information gained from enactments in the inter- 
subjective field of an ongoing analysis. Deficits in empathic 
responsiveness and their repair allow the innate “self-right- 
ing” of human beings to work in consonance with the capacity 
to reorganize symbolic representations. The result, in Lichten- 
berg’s view, is analytic success. 

The American Psychoanalytic Association honored this vol- 
ume at its fall 1990 meeting. Readers of this journal from 
various vantage points within psychiatry would do well to 
study this book with care. Sampling it will provide the moti- 
vation. 


JEROME A. WINER, M.D. 
Chicago, Ill. 


A Safe Place: Laying the Groundwork of Psychotherapy, by 
Leston Havens, M.D. Cambridge, Mass., Harvard University 
Press, 1989, 158 pp., $22.50. ` 


Despite its brevity, simplicity, and lack of technical terms 
or concepts, this professional book can be read with satisfac- 
tion and benefit. What Dr. Havens says can be understood at 
many levels. For the beginner or interested nonprofessional, 
it is a most suitable entrance into the land of psychodynamic 
psychiatry and psychology. For the more experienced thera- 
pist, it reverberates with clinical experiences and allows the 
reader to understand patients from some new and different 
perspectives. One also gets the “feeling” of Dr. Havens—a 
sensitive observer, a wise professional, a thoughtful and re- 
flective therapist, and a philosopher whose ideas are worthy 
of further study and reflection. A safe place is a haven where 
the distressed, disturbed, and diseased can be helped. I am 
certain that many see Dr. Havens as a source of safety, under- 
standing, and healing. Thus, the term “a safe place” is perhaps 
a derivative of the original meaning of “asylum” as a place 
where one could be helped and comforted. 

Dr. Havens uses his own clinical material to illustrate his 
points. These are human encounters and are based on careful 
observation and not on premature Procrustean formulations. 
The author is aware of the reader, himself, and the patient’s 
dilemma. The safe place is the safe relationship, based on trust 
and confidence. Through the writing, which is scholarly with- 
out being technical or pretentious, one can imagine the type 
of therapeutic relationship Dr. Havens has with his patients. 
The book is suitable for the general reader, but the profes- 
sional therapist can understand and apply what is so well 
stated to the clinical situation. 

I do not agree with Dr. Havens when he speaks of Freud’s 
“invention” of psychoanalysis—I would instead prefer talking 
about Freud’s observations, discoveries, and attempts at un- 
derstanding what he perceived. Freud did modify his hypothe- 
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ses when they were at variance with additional clinical obser- 
vations. But this is a relatively minor criticism of an otherwise 
excellent book. 

Dr. Havens’s discussion of the location of pathology is a 
stimulating new viewpoint. He writes, “Each of the psychiat- 
ric schools searches in a different place for its pathology and 
often restricts that search to one place” (p. 62). He goes on, 
“I believe too that some of the theoretical disagreements be- 
tween opposing camps spring from their different attitudes. 
This is because the basic attitudes generate some of the mate- 
rial that forms the empirical foundations of the theories” (p. 
64). Dr. Havens points out the necessity to question assump- 
tions before accepting them as facts. His effective use of meta- 
phor and analogy allows the reader to follow his discussions 
clearly and to decide on their utility. 

In his section on depression, suicide, schizophrenia, and 
psychopathy, Dr. Havens again illustrates with brief clinical 
data the essences of his fundamental premises. He argues 
against simplistic labeling procedures and asserts that “suicide 
is the final common pathway of diverse circumstances .. . 
tightening around a single time and place, with the result, sign, 
symptom, trait, and act” (p. 79). The clinical illustrations in 
the chapter on schizophrenia again are clear and to the point. 

Dr. Havens writes about the contributions of Sullivan in the 
context of present-day psychodynamic theories. This discus- 
sion can be read profitably by those unfamiliar with Sullivan’s 
point of view. Dr. Havens notes that “psychotherapy is the 
name we give efforts to study and improve one’s experience 
and view of things—one’s subjectivity—with the help of an- 
other’s subjectivity. We want to be as objective as possible 
about others, but we have to recognize that psychotherapy is 
shot through with the subjective and the historical” (p. 137). 
Dr. Havens shares his ideas and insights with the reader 
throughout the book. His last chapter, “The Future of Heal- 
ing,” is a statement very worthy of thought and is the blueprint 
he sees evolving for psychiatry and the other behavioral sci- 
ences. 

This book is highly recommended. 


GEORGE H. POLLOCK, M.D., PH.D. 
Chicago, Ill 


The Psychotherapy of the Self, by Hyman L. Muslin and Edu- 
ardo R. Val. New York, Brunner/Mazel, 1987, 240 pp., 
$26.95, 


Muslin and Val have written a very concise and clear text 
on talking (or perhaps listening) therapy applicable to all types 
of patients. In the preface they state, “A major consideration 
has been our long-held wish to advance our view that psycho- 
therapeutic treatment should be a planned effort based on 
carefully gathered data.” This theme is carried out well and 
concretely illustrated in a series of ongoing case examples from 
the literature and the authors’ own case material. This book 
deals with psychotherapeutic fundamentals well and carries 
the audience comfortably into material that is reasonably 
complex. The formulations of case material are based on Ko- 
hut’s self psychology, but with little metapsychological discus- 
sion. The clearly written formulations allow the reader to 
translate them easily into other metapsychological frame- 
works or more basic psychological constructs. 

The eight chapters of the book cover a brief but adequate 
overview of self psychology, psychotherapeutically oriented 
diagnosis, major individual therapy modalities in self psychol- 
ogy, the inner world of the psychotherapist, and an overview 


Am ] Psychiatry 148:7, July 1991 


BOOK FORUM 


of the goals of the psychotherapies. In each chapter the reader 
is clearly shown how psychotherapy is goinz to be approached 
and formulated for different patients, and -hen the major ap- 
proaches to treatment (supportive, psychcanalvtic, and psy- 
choanalysis} are described. The overview chapter emphasizes 
flexibility and illustrates examples of circumstances when it is 
appropriate to deviate from the predominent techniques of a 
given modality to techniques usually assoc.ated with another 
modality, such as the use of supportive techriques during crisis 
in a psychoanalytic treatment. Appropriat2 use of technique 
flexibility is not often well describec in psychotherapy texts 
and will be particularly useful to beginning psychotherapists 
and trainees. 

A possible problem with the book is that there has been no 
attempt to connect formulations or case material to schools 
of psychotherapy or major constructs in psycaology other 
than self psychology. Although it could be argued that this 
would have diluted the crisp focus on psychotherapeutic tech- 
nique, it could have been fairly easily done and would have 
been helpful to beginning students of psyckotherapy. The ex- 
clusive focus is not a strong negative because the authors’ use 
of simple, non-jargon-laden language makes comparison with 
other constructs an easy task for an instructor. Overall, this 
book is pleasant to read, will have something to offer most 


psychotherapists, and is very thorough. 


ROYCE W. WALTRIP I, M.D. 
Baltimore, Md. 


Turning Points in Analytic Therapy: The Classic Cases, by 
Gerald Schoenewolf, Ph.D. Northvale, N.., Jason Aronson, 
1990, 231 pp., $30.00. 


Psychoanalysis has undergone many comceptual and tech- 
nical changes, some would say advances, esdecially during the 
past two decades. Theoretically, the emphasis has shifted from 
a basic drive-centered psychocynamic hypothesis to an ego- 
oriented, structural viewpoint. Correspondingly, analysts’ at- 
titudes about therapy have relexed considerably, and the im- 
age of the rigid, neutral analyst hes become considerably 
blurred. Furthermore, the types of patients that therapists ven- 
ture to engage in psychoanalvtic treatment are supposedly 
quite different from those Freud and the early so-called clas- 
sical analysts purportedly treated. 

Psychoanalysts have reached a point in their evolution at 
which they can look back and examine the history of their 
development. They want to reevaluate cer-ain basic dictums 
because, from a clinical therapeutic perspec-ive, much of what 
they have been taught is not particularly useful. 

Dr. Schoenewolf is another of many comparatively recent 
authors who penetrate the mystique that su-rounded and pre- 
served the ritualism and dogma of psychoanalytic principles 
and procedures. He believes that the turning points in psycho- 
analytic theory and practice have evolved fom the treatment 
of specific patients. He begins with Breuer’s patient, Anna O., 
and then moves to Freud’s classic patients, Dora, Little Hans, 
the Rat Man, and the Wolf Man. (As dramatic as the last two 
appellations may be, I have always found them somewhat of- 
fensive.) These chapters are divided into two sections, the first 
being the case summary and the second cealing with other 
ways of formulating the clinical data that are more in harmony 
with the structural approach end object relations theory. In 
fact, Dr. Schoenewolf attempts to demonstrate how the pa- 
tients of Breuer and Freud can be used to develop various 
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theoretical constructs that are currently applied to the treat- 
ment process. To achieve this, he describes some of these pa- 
tients as much more disturbed than the original analysts did. 
Many of the patients described seem now to have been suffer- 
ing from severe characierological psychopathology and, in 
some instances, psychoses rather than classical psychoneuro- 
ses. 

These chapters are interesting and informative, but the pres- 
entations do not furnish any additional perspectives for the 
experienced analyst. They are excellent summaries, however, 
for the inexperienced analyst or the general psychiatrist who 
has not extensively devoted himself or herself to the psycho- 
analytic literature. They are also handy in refreshing the 
memories of all analysts. The second section of reformulations 
also serves as a reminder and a compendium for those who 
wish to review the var-ous critiques and discussions about 
these famous patients. Unfortunately, Lipton’s well-known 
and provocative paper is not included in Schoenewolf’s dis- 
cussion of the Rat Man. 

There is a naive and simplistic quality to some of the 
author’s more sweeping generalizations. For example, he 

‘writes, “In Western society today women are allowed more 
freedom of expression than men and, in my opinion, are prone 
to acting our their hysterical rage through vehicles such as 
radical lesbianism or feminism.” He also takes all of Ernest 
Jones’s statements at face value. Jones related that Breuer fled 
from Anna O. when, suffering from pseudocyesis, she accused 
him of being the man who made her pregnant. According to 
Jones, Breuer went to Venice on a second honeymoon and 
impregnated his wife, wao gave birth to a daughter who many 
years later committed suicide. It has been proven that there 
was no such daughter. 

The remainder of the book is, in my opinion, much more 
valuable. Schoenewolf discusses the works of Ferenczi, Mela- 
nie Klein, Wilhelm Reich, Adler, Jung, and Binswanger. These 
authors, with the exception of Klein, have been comparatively 
neglected in the last several decades. Schoenewolf presents a 
lucid summary of their ideas and clinical experiences and then 
demonstrates how their thinking has shaped many of our cur- 
rent concepts and technical approaches. The reader can learn 
a good deal about these schools without having to search the 
literature laboriously. 

This book is rewarding in that it provides a scholarly ac- 
count of the development of many fundamental psychoana- 
lytic principles. It broadens our historical perspective in that 
it focuses on how various “deviant” schools originated and 
how they, in turn, have been incorporated into our thinking 
without having been acknowledged. 


PETER L. GIOVACCHINI, M.D. 
Chicago, Ill. 


SLEEPING AND EATING 


Brainstem Control of Wakefulness and Sleep, by Mircea Ste- 
riade and Robert W. M:Carley. New York, Plenum, 433 pp., 
$85.00. 


Fortunately, two preeminent sleep biologists have answered 
the call to organize the mountain of new information about 
the brainstem neurobiology of sleep and wakefulness. The 
product is a clearly written and beautifully illustrated volume. 
Moreover, the data presented are absolutely current. A 
neuroanatomist with extensive expertise in reticular forma- 
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tion biology spontaneously remarked, “Great book!” on read- 
ing it, confirming my suspicion that a huge gap has been filled 
by this beautifully rendered volume. 

After the introductory chapter, the authors review and care- 
fully critique anterograde and retrograde anatomic tracing 
methodologies. The following two chapters begin to clarify 
the known neuroanatomy of the reticular formation and its 
connections to the thalamus and other brain regions. A 
neuroanatomical component is woven through the remaining 
text as well, however. A remarkable number of brainstem nu- 
clei and many of their neuroanatomical connections have now 
been elucidated. In fact, each nucleus has its own abbreviation, 
and occasionally I was literally overwhelmed by the number 
of abbreviations in a given paragraph or sentence. An appen- 
dix of abbreviations would have helped circumvent this prob- 
lem. Some critical emerging players that may be unfamiliar to 
the psychiatric readership are the pedunculopontine nucleus 
(PPT) and the laterodorsa! tegmental nucleus (LDT), the two 
cholinergic brainstem reticular formation nuclei. The role of 
these nuclei in generating REM sleep and “uploading” the 
information processing capacity of the thalamus are major 
themes. . 

Next, electrophysiological evidence, including intracellular 
recordings, is presented to clarify the functional relationships 
among brainstem structures. Ionic conductance and other as- 
pects of “pacemaker” physiology unique to several brainstem 
structures may again prove informative to the psychiatric 
readership. Pontogeniculooccipital waves, which are associ- 
ated with REM sleep and may, in fact, be the physiological 
manifestation of this state, receive much attention, including 
an entire chapter. The authors also defend the position that 
the intracellular physiological hallmark of REM in relevant 
reticular formation nuclei is tonic depolarization. 

The authors are not entirely successful in “wrapping up” 
this enormous amount of information in their concluding 
chapters. Mathematical models are often problematic when 
translated to the human animal, and the clinical section is 
more notable for an absence of speculation than new infor- 
mation. 

This dense tour de force in modern neurobiology is obvi- 
ously of most interest to neuropsychiatrists and those inter- 
ested in sleep. It is also obvious that from this juncture for- 
ward, it will take a more powerful effort in psychiatry to keep 
in step with the march of neuroscience. 


CRAIG N. KARSON, M.D. 
Little Rock, Ark. 


Why We Sleep: The Functions of Sleep in Humans and Other 
Mammals, by James Horne. New York, Oxford University 
Press, 1988, 314 pp., $49.95. 


Despite a burgeoning interest in sleep, sleep disorders, and 
sleep alterations in psychopathological conditions over the 
past 20 years, progress has been hampered by our ignorance 
regarding the basic functions of sleep. James Horne has ad- 
dressed this ambitious topic in his scholarly book, which is the 
culmination and refinement of his earlier writings. The result 
is not only a critical and comprehensive review of the literature 
regarding sleep effects on cerebral and physical function but 
also presentations of several new—and controversial—ideas. 

Horne’s clarity of purpose and style are evident in the in- 
troduction, where he lays out his arguments and goals. This 
helps to focus the reader for subsequent chapters. In the first 
two chapters, he reviews the literature on animal and human > 
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sleep deprivation experiments, providing an interesting his- 
torical overview as well as a critical review of possible con- 
founds with these experiments. In particular, Horne carefully 
discusses results of various performance measures that show 
sleep deprivation effects and factors with a possible influence 
on sleep deprivation effects. Horne notes that there are few 
data regarding creative and “divergent” cognitive processes in 
humans subjected to sleep deprivation. He also begins to de- 
velop his notions of “core” and “optimal” sleep and relates 
these to some of the more unexpected findings in sleep depri- 
vation studies. 

Horne then delves into the restitutive effects of sleep for 
both body and brain, concluding that sleep provides clear 
benefits for the brain but little restitution for the body. In chal- 
lenging our usual assumptions about sleep and physical recu- 
peration, one might argue that Horne focuses too narrowly 
on protein metabolism as an indicator of body restitution, 
although there are much fewer data (and certainly fewer recent 
data) available regarding this topic. 

In the chapter “Core and Optional Sleep,” Horne presents 
the major tenets of his argument. Specifically, he argues that 
sleep consists of a core component (i.e., necessary for cerebral 
restitution), and an optional portion (i.e., behaviorally moti- 
vated, which essentially serves as an occupier of time). Such a 
distinction, he argues, is more important than the traditional 
examination of REM and non-REM sleep distinctions. In this 
cornerstone chapter, Horne again challenges many commonly 
held beliefs regarding sleep requirements. He points to the lack 
of observable effects when sleep is reduced in length and to 
the “recovery” of only slow-wave sleep and a smaller portion 
of REM sleep following sleep deprivation. 

Horne then embarks on a review of sleep in mammals other 
than man, again providing a comprehensive review of the 
available literature. He argues that sleep may have different 
functions in different animals rather than serving a single func- 
tion in all. Although there are gaps in our knowledge regard- 
ing sleep in different species, Horne presents compelling argu- 
ments regarding the evolution and adaptation of sleep. 

The final major chapter of the book is dedicated to an ex- 
amination of REM sleep and dreaming. Once again, the 
author is not only scholarly in his review of the literature (par- 
ticularly on dream function) but provocative as well. For in- 
stance, in his discussion of thermoregulation in sleep, Horne 
rejects the traditional notion of poikilothermy during REM 
sleep. He also asserts that REM sleep may be a “neotenous” 
function, involving fetal-like mechanisms rather than phylo- 
genetically primitive ones. With regard to dreaming, he makes 
no definitive conclusions but presents available theories in an 
informed and evenhanded manner. 

The strengths of Horne’s work include its clear and infor- 
mal writing style, apt analogies, and clear illustrations. Also 
to be commended are its comprehensiveness, originality, and 
critical view of the literature, which points to deficiencies in 
our knowledge base. Even more important, several of Horne’s 
theories provide a basis for future empirical research. 

Relative to these strong points, minor weaknesses also exist, 
including admittedly speculative or teleological arguments in 
the discussions of sleep in other mammals and {to a lesser 
extent) physical effects of sleep and sleep deprivation. Horne 
occasionally extrapolates in areas that are more central to his 
arguments, such as the presumed absence of long-term effects 
of decreases in optional sleep. It might also be argued that he 
downplays physiological sleepiness itself as an important con- 
sequence of sleep loss. Finally, although Horne clearly distin- 
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guishes between basic sleep research and the emerging field of 
sleep disorders medicine, the further use of clinical examp_es 
from sleep disorders may in fact have strengthened his argu- 
ments regarding the functions of sleep. 

Overall, the strengths of this work far outweigh its weak- 
nesses. It is highly recommended to those with a scientific or 
even a more casual interest in sleep and its disorders. This 
would certainly include psychiatrists, who are daily ccn- 
fronted with sleep problems in their patients. Horne offers 
creative and intelligent insights into one of the more puzzling 
aspects of human and mammalian brain function. 


CHARLES F. REYNOLDS II, M.D. 
DANIEL J. BUYSSE, M.D. 
Pittsburgh, Pa. 


Anorexia Nervosa and Other Dyscontrol Syndromes, by E.L. 
Edelstein. New York, Springer-Verlag, 1989, 114 pp., $35.00 


(paper). 


Unlike other contemporary publications on eating discr- 
ders, which tend to collect the expertise of several investiga- 
tors, this text is written in one piece under a theme. Dr. Edel- 
stein considers the current classification of eating disorders 
too narrow for the human experience. In this book he <akes 
the interesting position that viewing anorexia nervosa and bu- 
limia along a continuum of dvyscontrol syndromes with obe- 
sity, drug abuse, activity addiction, and gambling might have 
heuristic and explanatory appeal. The psychopathology and 
pathophysiology of each of these syndromes is conceptualized 
along a line of drive and self-control and is thought to repre- 
sent various coping measures to attain independence and 
autonomy from internal and external pressures. 

The control and compulsive-dependent elements in ano- 
rexia nervosa have received renewed attention with the dis- 
covery of opioid receptors, but, as Edelstein points out, such 
elements have been recognized for a long time. For instance, 
the German term Pubertaétsmagersucht (“addiction to thin- 
ness in puberty”) refers to these aspects in the illness process. 

The book discusses primarilv the syndrome of anorexia ner- 
vosa. Of its 11 chapters, the first five discuss the history of tne 
illness, including the feminine aspects and diagnostic criteria; 
habitual fasting and its relationship to religious practice; the 
regulation of feeding; studies cn the body image; and the bio- 
logical aspects of anorexia nervosa. Bulimia and obesity are 
briefly touched on in chapters six and seven. 

The overall description is lively and instructive and, not sur- 
prisingly, guided by the author’s research interests. The vol- 
ume is well-equipped with references. Nevertheless, through- 
out the book appear such statements as, “The influence of the 
father as a major contributing factor in anorexia nervosa has 
not been fully investigated,” for which the reader wants access 
to a source or data. 

Chapter eight returns to the theme of dyscontro] syndromes. 
A 3-page table compares the motivational, emotional, and 
psychosocial elements of the disturbed behavior in anorexia 
nervosa, obesity, and drug dependence, collating astute obser- 
vational and factual material, although some attributions 
would be considered tentative at most. Here, regrettably, the 
author misses the opportunity to examine his excellent hy- 
pothesis further, given the evidence and data in the literature. 

The last three chapters integrate the author’s own clinical 
and therapeutic approach with other publications. Among the 
many valuable comments and suggestions, I liked one in par- 
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ticular: “From birth on, the infant is delivered into the climate to current research and comments on treatment. The material 


of the mother’s affect.” is diverse enough to capture the interest of novices to the field. 
This is a comprehensive book, and I recommend it as a good 

starting point to students. Both the biology and psychodynam- REGINA C. CASPER, M.D. 

ics of clinical issues are treated thoughtfully; the book refers | Chicago. Ill. 


Reprints of Book Forum reviews are not available. 
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Letters to the Editor 





Obsessions and Compulsions Associated With Cocaine Abuse 


Sir: For years clinicians have observed an association be- 
tween amphetamine use and the emergence of obsessive 
thoughts and compulsive behavior (1). Reports have docu- 
mented cocaine-induced exacerbation of characteristic obses- 
sions and compulsions in individuals with current primary 
diagnoses of obsessive-compulsive disorder (2, 3). In addition, 
diagnosis of obsessive-compulsive symptoms in children re- 
ceiving d-amphetamine or methylphenidate for the treatment 
of attention deficit disorder has been described (4). We report 
a cocaine-abusing adult with a family history of obsessive- 
compulsive disorder and a childhood history of attention defi- 
cit disorder who manifested obsessive thoughts and compul- 
sive behavior only during intoxication with cocaine. To our 
knowledge, this is the first report of the development of ob- 
sessions and compulsions upon exposure to cocaine in an in- 
dividual without a current diagnosis of attention deficit dis- 
order, obsessive-compulsive disorder, or other primary 
psychiatric disorder. 


Mr. A was a 34-year-old man who had abused cocaine 
for 10 years. Initially, he took 7 g/week by the nasal route; 
he then switched to freebase use and smoked up to 2 oz 
(56 g) per week in binges of 24-36 hours twice a week. After 
5 years of use, coinciding with the switch to freebase smok- 
ing, the patient became obsessed with the desire to “see 
what the insides of things were like” and repeatedly disman- 
tled his computer and, on occasion, put it back together. 
These thoughts and compulsions occurred only during in- 
toxication with cocaine. Although he realized the irrational 
nature of his behavior, the patient felt compelled to perform 
this activity when using cocaine. He denied all forms of 
obsessional thinking and compulsive behavior outside the 
context of cocaine use. 

Mr. A did not meet criteria for DSM-III-R diagnoses 
other than cocaine dependence. Retrospectively, he met the 
DSM-III-R criteria for attention deficit hyperactivity disor- 
der. He had never received treatment with stimulants or 
other agents. His cocaine use began at age 24, about 7 years 
after the symptoms of attention deficit hyperactivity disor- 
der had resolved completely. The family history was notable 
for two brothers, among four siblings, who had obsessive- 
compulsive disorder manifested as disabling checking and 
hand washing, respectively. 


This case suggests that identifying individuals with a past 
history or a family history of obsessive-compulsive disorder 
or attention deficit disorder might unmask a latent neurobi- 
ological vulnerability leading to the emergence of obsessive- 
compulsive symptoms only during intoxication with cocaine. 
Cocaine and other psychostimulants are known to have facili- 
tative effects on dopamine and serotonin neurotransmission. 
This report is consistent with recent findings suggesting that 
dopaminergic as well as serotonergic dysregulation may con- 
tribute to the pathophysiology of some types of obsessive- 
compulsive phenomena (5). 
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SALLY L. SATEL, M.D. 
CHRISTOPHER |. MCDOUGLE 
We:t Haven, Conn. 


Routine Tests of Drugs 


Sir: It has come to my attention that the “routine” blood 
tests done for clozapine, which were designed to protect the 
manufacturer from malpractice claims, did nct include liver 
function tests. I recently saw a patient with ver~ elevated liver 
function test results who was taking clozapine, and to my dis- 
may I discovered that no pre-clozapine basel:ne values had 
been established. I believe thar this is yet more proof that bu- 
reaucratic intervention, rules, regulations, and managed care 
are no substitute for sound clinical judgment, and I am very 
pleased to learn that the courts have now given back to psy- 
chiatrists the power to order and monitor the laboratory tests 
of their own patients. 

Unfortunately, the reasoning of the courts was not based 
on clinical considerations but on antitrust considerations, and 
we must therefore remain vigilant against further erosions of 
autonomy based on economic rather than medical and hu- 
manistic values. 


JAMES R. MERIRANGAS, M.D. 
New Haven, Conn. 


Weight Loss and Depression 


Sir: Two recent clinical experiences raised fcr me the ques- 
tion of the relation between weight-reduction diets and serious 
depression. I report my experiences with two ovtpatients I had 
previously successfully treated for depressive Gisorders. Each 
had been in remission for substantially more than a year, but 
each had a recurrence 6—8 weeks after beginninz a weight-loss 
diet. Neither was depressed at the time she undertook the diet. 


Ms. A was a 49-year-old woman whom I had first treated 
for depression when she was 39. Twelve years earlier, she 
had been treated for this problem elsewhere with psycho- 
therapy and an antidepressant. Her diagncsis was major 
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depression, recurrent. I treated her with desipramine and 
psychotherapy, and she responded well. After termination 
of her treatment, she was euthymic for 7 years, until she had 
a recurrence during the sixth week of a commercial weight- 
reduction diet. This program involved a low-calorie diet 
and a food supplement but no appetite suppressants. Her 
weight had decreased by 20 Ib, from 174 to 154 lb. She 
responded well to a therapeutic level of the antidepressant. 


Ms. B was a 31-year-old woman who had had five pre- 
vious episodes of depression, treated elsewhere, dating back 
to age 22. Her diagncsis was major depression, recurrent. 
When she was 29 she experienced a depression that I treated 
with psychotherapy and perphenazine, which had pre- 
viously been successful for her. Upon termination of this 
treatment, she remained euthymic for 20 months. Then she 
had a recurrence after 8 weeks of a self-structured, reduced- 
calorie diet in which she used no appetite suppressants. She 
had sustained a 27-lb weight loss, from 167 to 140 lb. Her 
depression responded well to perphenazine and psychother- 


apy. 


Cumulatively, studies of mood disorders following weight- 
reduction dieting have yielded conflicting and inconclusive re- 
sults; some patients improve affectively and others become 
depressed. Smoller et al. (1), in an extensive review of the lit- 
erature, found that the apparent conflict among studies re- 
sulted from the ways in which mood changes were measured. 
Wing et al. (2) proposed that the more recent studies failed to 
find serious mood disorders because persons with preexisting 
psychopathology were excluded from these studies. I could 
find no references in the literature published since 1986 that 
addressed the impact of such diets on previously depressed 
patients. 

While persons without previous depression may not be at 
risk as a result of a weight-reduction regimen, these cases in- 
dicate that persons with such a history are at risk of recur- 
rence, particularly with a weight loss of 20 lb or more (1). It 
is possible that some psychological process, such as a concern 
for low self-esteem, may have been a precursor of the depres- 
sion. Or the connection between the depression and the diet 
may have been coincidental, so that to conclude that dieting 
was the cause of the depression is unwarranted. Nonetheless, 
these cases suggest that previously depressed patients may be 
at risk and should be mcnitored carefully if they embark on a 
weight-reduction diet. 
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ALAN M. KRAFT, M.D. 
Albany, N.Y. 


Cognitive Dysfunction Associated With Fluoxetine 


Sir: Cognitive impairment associated with tricyclic antide- 
pressants has been attributed to sedative and/or anticholiner- 
gic effects (1). Accordingly, fluoxetine, with its low propensi- 
ties for both, may be relatively free of adverse cognitive effects. 
Even so, cognitive dysfunction has been linked with fluoxetine 
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(personal communication from Eli Lilly and Company), and 
the response of a patient I recently treated illustrates this. 


Ms. A was a 60-year-old Caucasian woman whose recur- 
rent major depressive disorder had responded to fluoxetine, 
20 mg/day, prescribed along with conjugated estrogens, 
progesterone, and i-thyroxine,.0.15 mg/day (for chronic hy- 
pothyroidism). She presented with a 9-month history of dif- 
ficulties with memory and learning unaccompanied by de- 
pression, sedation, anticholinergic signs, sleep disturbance, 
or current or prior use of licit or illicit substances with am- 
nesic effects. Examples of her difficulties included forgetting 
that she had made bank deposits, leaving out key ingredi- 
ents in recipes, failing to learn piano pieces (which caused 
her to retire as a piano teacher}, and inability to learn a 
foreign language in preparation for a trip. 

Although euthymic, alert, and oriented to person, place, 
and time on mental status examination, Ms. A, a college 
graduate, was able to recall only one of eight associative 
word pairs (four of eight is normal), only two of three items 
after 5 minutes, and only one president. Her fund of general 
information was poor, and she made several errors during 
serial subtraction of sevens. Her interpretation of proverbs 
was concrete and personalized. Her thyroid functions were 
normal, as were the results of both medical and neurological 
evaluations. 

Fluoxetine was discontinued at Ms. A’s first visit, while 
her other medications remained constant. Over the ensuing 
week, she reported that her mind seemed clearer and her 
memory better. Then, since she reported recurrent depres- 
sive symptoms, she was started on a regimen of nortrip- 
tyline, 40 mg h.s. (which produced a 12-hour steady-state 
plasma level of 137 ng/ml) and responded well. Eighteen 
days after discontinuing fluoxetine, she returned for a fol- 
low-up visit, during which her cognitive functioning was 
significantly improved: she was now able to remember five 
associative learning pairs, rernember three of three items 
after 5 minutes, perform serial subtraction of sevens with- 
out error, and recall five past presidents. When her nortrip- 
tyline dose was reduced to 30 mg h.s. because of weight 
gain, she became more depressed but experienced no cog- 
nitive dysfunction. Her dose of nortriptyline was then in- 
creased to 40 mg h.s. (producing a 12-hour steady-state 
plasma level of 97 ng/ml), and her depressive symptoms 
resolved. Over the ensuing 3 months, she reported no mem- 
ory difficulties, and after successfully resuming her house- 
hold duties and her career as a piano teacher and learning 
the foreign language she had been unable to master while 
taking fluoxetine, she departed on her trip. 


Ms. A’s reversible cognitive dysfunction appeared to be re- 
lated to fluoxetine treatment. Although depression has been 
associated with cognitive dysfunction, Ms. A was euthymic at 
the time of her first mental status examination and did not 
develop cognitive difficulties when she became more de- 
pressed upon discontinuing fluoxetine or upon reducing her 
dose of nortriptyline. Moreover, she was not sedated, sleep 
deprived, or hypothyroid, nor did she have a fluoxetine-in- 
duced syndrome of inappropriate secretion of antidiuretic 
hormone or anticholinergic symptoms or signs. Although di- 
minished performance on a coding task has been associated 
with fluoxetine in one study (2), two others (3, 4) have re- 
ported unchanged or improved cognitive function during 
fluoxetine treatment. The mechanism by which fluoxetine 
may impair short-term memory or learning in some patients 
awaits further investigation. 
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SUSAN MIROW, PH.D., M.D. 
Salt Lake City, Utah 


Fluoxetine and Bleeding in Obsessive-Compulsive Disorder 


Sr: Fluoxetine is a bicyclic antidepressant and a selective 
blocker of serotonin (5-HT) reuptake. Adverse vascular effects 
such as bruises, metrorrhagia, cerebrovascular accidents, he- 
moptysis, melena, hematemesis, hematuria, and vaginal bleed- 
ing after drug withdrawal have been sporadically reported 
(Dista Products Company, Fluoxetine Hydrochloride, Ad- 
verse Reactions, 1989). 

We would like to report eight cases of bleeding in patients 
suffering from obsessive-compulsive disorder. None of these 
patients had ever noticed any bleeding episodes before they 
took fluoxetine. 

The patients’ ages ranged from 16 to 75 years, with a mean 
of 35.1 years. One patient was taking fluoxetine at a dose of 
20 mg/day, one patient was taking 40 mg/day, and six patients 
were taking 80 mg/day. The duration of treatment ranged 
from 21 days to 1 year, with a mean of 150 days. 

There was one report of melena, the cause of which was 
undetermined because the patient refused to be tested. There 
were four reports of rectal bleeding, three caused by internal 
hemorrhoids and one due to unknown factors, all confirmed 
by rectosigmoidoscopy. One patient reported scattered 
bruises on arms and legs and had an elevated level of liver 
enzymes. Another patient suffered from mild bilateral epis- 
taxis; rhinoscopy showed mucosal vascular dilation. The fol- 
lowing case may help to illustrate this report. 


Ms. A, a 75-year-old woman, had a history of concomi- 
tant emphysema, arteriosclerotic heart disease, angina, and 
colitis. She was placed on a regimen of fluoxetine, 20 
mg/day, for a month. Then the dose was raised to 40 
mg/day, and she took this dose for 2 months, until she had 
to be hospitalized because of constant generalized abdomi- 
nal pain of sudden onset. The pathology report indicated a 
segment of the small bowel with moderate acute ulcerating 
inflammation and vascular dilation, recent hemorrhages, 
and submucosal edema consistent with vascular compro- 
mise. 


Upon discontinuation of fluoxetine, no further episodes of 
bleeding were reported by any of these eight patients. 

Serotonin is associated with the regulation of vessel con- 
striction and dilation, notably that of mucosal vessels (1). Be- 
cause large doses of fluoxetine may cause hyperserotonemia 
(2) in a defective vascular bed, as seen in our patients, an in- 
crease in 5-HT may serve as a mediator to precipitate the 
bleeding episode. When large doses of fluoxetine are pre- 
scribed for the treatment of obsessive-compulsive disorder, 
potentially significant bleeding problems in some patients, 
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particularly those who have predisposing conditions, should 
be considered. 
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Fluoxetine and Reactivation of the Herpes Simplex Virus 


Sr: We report three cases of reactivated herpes simplex vi- 
rus infection associated with fluoxetine treatment. 


Ms. A was a 43-year-old white woman with recurrent 
major depression and a history of genital herpes, quiescent 
for more than a year. Within 1 month of her beginning to 
take fluoxetine, 20 mg/day, the herpes became reactivated. 
Although her depression responded well, the patient be- 
lieved that the exacerbation of herpes was related to fluox- 
etine. Fluoxetine was replaced with desipramine, and there 
was partial relapse of the patient into depression but remis- 
sion of the herpes. After 18 months on the desipramine regi- 
men, Ms. A requested retreatment with flucxetine. At 20 
mg/day there was no improvement in her depression, so the 
dose was increased to 40 mg/day, and outbreaks of herpes 
began within 1 month. Because her depressive symptoms 
improved markedly with the dose of 40 mg/day, she elected 
to continue fluoxetine and to control the herpes with oral 
acyclovir. She continues to experience the tingling of an im- 
minent outbreak of herpes monthly. When the tingling be- 
gins, one to two doses of acyclovir prevent vesicular erup- 
tions. After 8 months of fluoxetine treatment, major 
depression has remitted. 


Ms. B was a 64-year-old white woman who presented 
with major depression and a remote history of labial herpes 
simplex. She was started on a regimen of fluoxetine, 20 
mg/day. Approximately 2 weeks later, she developed ves- 
icles on her lower lip that were typical of those she had had 
in the past. Her regular physician diagnosed herpes simplex. 
The patient discontinued fluoxetine and the lesions healed. 
Two weeks later she restarted fluoxetine, which she now 
has been taking for 2 months. There have been no further 
herpes outbreaks and her depression is well controlled. 


Mr. C was a 42-year-old white man who was given fluox- 
etine, 20 mg/day, for recurrent major depression. He also 
had recurrent genital herpes involving the skin on one side 
of his genitals. After beginning fluoxetine, the frequency of 
herpes outbreaks remained the same, but the pattern 
changed to involve both sides of his genitals. His depression 
resolved with fluoxetine, and he continues to take it despite 
the increase in herpetic lesions. 


Recurrences of herpes simplex are thought to be related to 


lapses in cell-mediated immunity. After primary infection the 
virus lies dormant in sensory ganglia, and under various cir- 
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cumstances the virus is released and travels back to the pre- 
viously involved sites, where vesiculation occurs. The triggers 
for release of the virus from sensory ganglia include sunlight, 
fever, trauma, menstruazion, and emotional upset (1). None 
of the patients in this rerort was able to recall any increase in 
life stress. All were dep-essed but improving at the time of 
outbreak. In the first patient, recurrences of herpes while she 
was taking fluoxetine seemed associated with ovarian cycling. 

To our knowledge, there are no previous reports of herpes 
reactivation associated with fluoxetine. Correspondence with 
the manufacturer indicated that there had been 10 cases of 
herpes simplex and eight cases of herpes zoster associated with 
fluoxetine since the medication was first marketed (personal 
communication, Eli Lilly and Company, May 1990). 

The chronologic asscciations reported here suggest that 
there may be a relation between the use of fluoxetine and re- 
activation of the herpes virus. 
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Fluoxetine Treatment of Voyeurism 


Sm: We read with interest the letter “Fluoxetine Treatment 
of Exhibitionism” by Michael D. Bianchi, M.D. (1). We would 
like to share our recent experience with fluoxetine in the treat- 
ment of voyeurism. Voyeurism is defined by DSM-III-R as a 
disorder that consists of recurrent, intense sexual urges and 
sexually arousing fantas-es which involve the act of observing 
an unsuspecting person. 


Mr. A, a 30-year-old white man, presented with a history 
of voyeurism that had lasted for the past 16 years. He would 
go to busy public places looking for a young woman not 
wearing a bra and follow her for as long as he could. Simi- 
larly, he would place a running video camera on the beach 
and focus on specific areas of a woman’s anatomy. At work, 
he would climb into the ceiling and peer though the venti- 
lation ducts into the women’s bathroom. 

Beginning about 6 months earlier, when his voyeuristic 
urges became ego dystonic, Mr. A worried that he might 
lose his job if he were ever caught. He had tried to rid himself 
of this behavior on his own but had been unsuccessful. He 
would find himself spending several hours a day in the situ- 
ations just described, despite his attempts to resist. 

Because of the sim:larity between obsessive-compulsive 
disorder and Mr. A’s intrusive urges and compulsive vo- 
yeurism, he was given fluoxetine, 20 mg/day. The dose was 
quickly raised to 40 mg/day, and he was kept on this regi- 
men for 1 month without improvement. The dose of medi- 
cation was then raised to 60 mg/day. He started to feel some 
reduction in symptoms, and there was moderate reduction 
in the second month. By the third month, Mr. A was totally 
free of his intrusive urzes and compulsive voyeurism. When 
he goes out to busy paces like the grocery store, he is able 
to return immediately and spend the extra free time doing 
other things. He reports that the medication has helped him. 
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In this case, the patient responded to fluoxetine, which is 
reported to be effective for the treatment of obsessive-compul- 
sive disorder (2). Recent reports suggest that other sexual dis- 
orders, such as exhibitionism (1), may be improved by fluox- 
etine. This suggests some similarities between paraphilias and 
obsessive-compulsive disorder. Ours is a single case report, 
but further study in this largely neglected area should be done. 
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Natural Histories of Anorexia Nervosa and Bulimia Nervosa 


Sr: We have noted work by Kassett et al. (1) and Burket 
and Rand (2) regarding the onset of symptoms in the eating 
disorders anorexia nervosa and bulimia nervosa. We wish to 
present work of our own that supports the notion that the 
natural histories of anorexia nervosa and bulimia nervosa are 
highly variable. 

We examined the charts of 64 patients with current bulimia 
nervosa who had histories of anorexia nervosa and 16 patients 
diagnosed as presently suffering from anorexia nervosa and 
bulimia nervosa together. Information regarding onset of ano- 
rexia and bulimia symptoms was abstracted by a research as- 
sistant who was blind to the hypotheses of the study and then 
reviewed by one of us (D.B.W.). 

Of the 64 patients with current bulimia nervosa and a his- 
tory of anorexia nervosa, 43.8% (N=28) showed clear onset 
of bulimia before the onset of anorexia, with later recovery 
from anorexia symptoms but persistence of bulimia. Nineteen 
(29.7%) of the 64 patients showed roughly contemporaneous 
(within 1 year) onset of anorexia and bulimia symptoms. 
These patients had recovered from anorexia by the time of 
assessment. Fifteen (23.4%) of the 64 patients showed clear 
onset of anorexia symptoms first, with the later development 
of bulimia and recovery from the anorexia symptoms. 

The 16 patients with anorexia nervosa and bulimia nervosa 
together showed a similar pattern: 43.8% (N=7) had bulimia 
first, 25.0% (N=4) had the two disorders contemporaneously, 
and 25.0% (N=4) had anorexia first. Thus, the pattern did not 
differ significantly between the two groups of patients (x 2= 
0.44, df=3, n.s.). Finally, 76.6% (N=49) of the group with 
current bulimia nervosa and a history of anorexia nervosa 
could be identified as having suffered from bulimia and ano- 
rexia contemmporaneously at some time in the past. 

We believe that these data challenge the often-held belief 
that bulimia is a complication of anorexia when the two have 
occurred in the same individual. We also note that these results 
should give pause to those who wish to view anorexia and 
bulimia together as a special diagnostic category or as having 
a worse prognosis (3): bulimia with a history of anorexia is 
usually diagnosed as bulimia alone, and it appears that most 
of these patients could have been diagnosed as having ano- 
rexia and bulimia together at some time in the past. While 
these data cannot help resolve the question of whether ano- 
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rexia nervosa and bulimia nervosa are etiologically distinct 
entities, it may be important to clarify whether there is a sub- 
group of bulimia patients who have a worse prognosis by vir- 
tue of also experiencing symptoms of anorexia. 
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Cost of Psychiatric Illness Versus Cost of Psychiatric Research 


Sir: In reviewing the various aspects of the cost of psychiat- 
ric illness, the comparative cost of psychiatric research is an 
important factor to consider. Specifically, the pertinent ques- 
tions are the following: What ts the estimated cost to society 
of psychiatric illness? How does the cost compare to the cost 
of other illnesses to society? What is the percentage of total 
research money spent on psychiatric illness versus the percent- 
age of research money spent on these other illnesses? If there 
is a discrepancy in the percentages, what can be done to cor- 
rect it? 

There is substantial evidence that in the United States the 
overall cost of mental disorders, including schizophrenia, in 
both personal and social terms (i.e., health costs and lost pro- 
ductivity) is close to, if not now in excess of, $200 billion per 
year (1). This figure is thought to be comparable to the overall 
costs per year of cardiovascular disease and cancer. On the 
other hand, mental health research has never received a level 
of support commensurate with the heavy cost of the disorders 
it has investigated or comparable to the research support for 
cardiovascular disease and cancer, the overall costs of which, 
as noted, have been shown to be similar. 

Thus, we are confronted with two types of discrepancies—if 
not discrimination. The first is the discrepancy between the 
cost of psychiatric illness per se and the money society spends 
for its management as compared to the money society spends 
on other chronic illnesses of similar impact. The second dis- 
crepancy revolves around the money society spends for re- 
search in psychiatry versus the money society spends for re- 
search on the cause and treatment of similar conditions. What 
is needed now is a systematic effort by psychiatric researchers 
to document and present to the public and their repre- 
sentatives, especially the decision makers, these discrepant 
findings in full detail and to discuss their implications and 
repercussions. Already a first step toward such an effort has 
been undertaken by an international group, and its results 
were published in 1986 (2). 
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Outcome Studies’ Effects on Clinical Practice 


Sir: At our residents’ jourral club, which I supervise, the 
article under discussion dealt with a comparison of pharma- 
cology and psychotherapies m the treatment of depression. 
The faculty discussant asked whether the results would in 
any way influence the residents’ clinical practice. Several an- 
swered in the negative, agreeing that each case has to be 
viewed individually and that one needs to rely on one’s own 
experience. 

A resident described the satisfaction of helping a depressed 
patient by using a particular kind of therapy that had not been 
included in the article. The discussant asked the residents 
whether negative results from a trial of such a therapy would 
influence their behavior. Again, there seemed to be little incli- 
nation to allow the results of systematic studies to influence 
clinical practice. Possibly this reflects a healthy skepticism 
about research, but more likely it suggests that cutcome stud- 
ies are not measuring the most salient variable: how the treat- 
ment affects the therapist. Did he or she enjoy the treatment? 
Was it challenging and self-actualizing? Perhazs we need to 
develop a scale for this and use it in future comparative studies 
of treatment modalities. 

I hypothesize that such stud:es would find that a treatment’s 
acceptance by the profession may Le more highly correlated 
with its therapist-enhancing effects zhan with its clinical etfi- 
cacy. 


DANIEL J. LUCHINS, M.D. 
Chicago, Ill. 


Déja Vu and Synesthesia 


Sm: In regard to the interesting article on déjà vu phenomena 
by Herman N. Sno, M.D., and Don H. Linszen, M.D. (1), I 
would like to call readers’ attention to an additonal hypothe- 
sis that I proposed in 1966 in a presentation to the American 
Psychiatric Association, “Déja Vu Phenomena—Observa- 
tions and a Theory”(2), and more recently in a book, Multiple 
Realities in Clinical Practice (3). The central idea in this hy- 
pothesis connects déja vu phenomena to synesthesia. 


As a schematic introduction to the idea, imagine that 
a particular wave pattern on an oscilloscope represents 
visual, auditory, or tactile stimuli. A responding organ- 
ism or electronic scanning machine is then asked if this 
is a familiar visual pattern. Obviously, if the response is 
to the pattern, whatever the sensory modality involved, 
the likelihood that it will be familiar is much increased. 
That is, a déja vu or related sensation will be aroused if 
the pattern of the visual stimulation evokes a corre- 
sponding echo in amy othe- sensory compartment, be it 
auditory, tactile, or the like. In other words, if a certain 
pattern of stimulation, let us say a visual pattern, occurs 
at a time when the sensory compartments are particu- 
larly interwoven, particularly blended, the chances that 
the pattern will arouse a feeling of familiarity are mul- 
tiplied. (3, p. 46). 
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It is interesting to note that some neurological disorders 
involving the temporal lobe are associated with many déjà vu 
and synesthetic experiences. This double association supports 
the proposed hypothesis of the déjà vu mechanism. 

Dr. Sno and Dr. Linszen stated that “up to now, holography 
has not been used as a memory model to explain the déja vu 
experience.” Although this is true of their particular and in- 
teresting way of using holography as a memory model, I have 
used holography in a different way in my discussion of déja 
vu phenomena. I have referred to the work of Longuet-Hig- 
gins, who has used the mathematics of holography (each point 
in space has some information about all other points in space) 
and transposed it to the temporal domain. Briefly, he has con- 
structed a model of the CNS as a temporal hologram, a “holo- 
phone,” in which each point in time has information about all 
other points in time. 


He postulates cells in the cerebral cortex that respond 
specifically to particular rhythms, just as there are known 
to be cells that fire only in the presence of specific visible 
features and arrays of cells that when briefly stimulated 
discharge rhythmically for some time afterward. He asks 
whether their thresholds for rhythmic firing can be altered 
by rhythmic stimulation. (3, p. 167) 


Longuet-Higgins’s work is relevant to my ideas about déja 
vu phenomena. The similarity of rhythmic patterns can be 
considered the equivalent of an oscilloscope pattern that rep- 
resents visual, auditory, or tactile stimuli, or their repre- 
sentation in a synesthetic mode. I would like to compliment 
Dr. Sno and Dr. Linszen for their work in an area in which, 
as is generally true of memory research in our current state of 
knowledge, psychodynamic and biological ideas meet. 
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JOHN 5. KAFKA, M.D. 
Washington, D.C. 


Dr. Sno and Dr. Linszen Reply 


Sir: We would like to thank Dr. Kafka for his thoughtful 
comments. Despite meticulous examination of the literature, we 
were unaware of his interesting hypothesis on the déja vu expe- 
rience. His letter demonstrates that for authors, publishing a 
paper serves not only to convey what they have learned but to 
acquire more knowledge as well. We are delighted to learn that 
Dr. Kafka acknowledges and once more emphasizes the impor- 
tance of integration of biological and psychodynamic ideas. 


HERMAN N. SNO, M.D. 


DON H. LINSZEN, M.D. 
Amsterdam, The Netherlands 


Childhood Experience and Borderline Personality Disorder 


Sir: In reference to the article “Perceptions of Parental 
Bonding in Borderline Patients” by Joel Paris, M.D., and Hal- 
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lie Frank, Ph.D. (1) and the subsequent letter from James L. 
Knoll IH, M.D. (2), I would heartily support Dr. Knoll’s hy- 
pothesis that some patients having a borderline personality 
organization (particularly those with narcissistic personality 
structure) are more likely to have been overprotected and 
overgratified during infancy, only later to be traumatized 
when the mother was unable or unwilling to continue to meet 
the demands of the often “exceptional” child. In my experi- 
ence (3), this leaves the child with the subjective experience of 
being deprived rather than, necessarily, with the absolute de- 
velopmental privation to which many authors have sub- 
scribed. Some therapists have based their therapy and inter- 
ventions on the fantasy of presumed empathic restoration and 
affective attunement to deal with such early losses, without 
full appreciation of the differences in outcome between depri- 
vation as an experience and the objective state of being with- 
out, which may or may not be experienced as a loss or even 
noted as exceptional. In my opinion, it is more likely the bor- 
derline patients in this latter situation who suffer most from 
identity problems, immature defenses, and unstable relation- 
ships but often do so without memory of, or even comment 
on, their lack of nurturing. 
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DOUGLAS H. FRAYN, M.D., F.R.C.P.(C) 
Toronto, Ont., Canada 


Dr. Paris and Dr. Zweig-Frank Reply 


Sir: We agree with Dr. Frayn that the effects of childhood 
experience on borderline personality are complex, but we can- 
not accept the epistemological bases of his argument. As we 
acknowledged in our article, there are problems in asking 
adult patients to remember accurately their lives with their 
parents. However, we think that our instrument (1), which 
asked for overall ratings of neglect and overprotection in the 
first 16 years of life, is a reasonable way to assess these expe- 
riences systematically. In contrast, we cannot see how Dr. 
Frayn can validate his statements about infancy, which pa- 
tients cannot recollect. We presume his views are based on 
theories that attribute severe character pathology to the earli- 
est periods of development. We know of no empirical support 
for such theories, and it is not even clear if there is any way of 
testing them. 

It is of interest, however, that in a larger sample (2), bor- 
derline patients did report overprotection as well as emotional 
neglect. The findings suggested that these experiences persist 
throughout childhood, and we did not attempt to determine 
whether they were in any way phase-specific. 

We are, ourselves, practicing psychotherapists who have em- 
barked on empirical studies in order to determine to what extent 
systematic inquiry can confirm clinical impressions. Progress in 
this field requires not more opinions but more research. 
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JOEL PARIS, M.D. 
HALLIE ZWEIG-FRANK, PH.D. 
Montreal, Que., Canada 


Naltrexone Challenge for Hypercortisolemic Pseudodementia 


Sir: Owen M. Wolkowitz, M.D., and associates (1) have 
shown in rigorous studies that corticosteroids produce a char- 
acteristic memory deficit. However, in speculating on the eti- 


ology of this effect, they overlooked one readily tested mecha- ` 


nism which is supported by a growing body of evidence, i.e., 
that corticosteroids induce memory impairment by activating 
the granular cells in the dentate layer of the hippocampus. 
Collier and Routtenberg (2) have already shown that when 
these cells are activated, they release granules of a memory- 
impairing endogenous opioid, and the memory impairment so 
produced can be blocked by opioid antagonists. Their further 
studies (3) confirmed that stimulation of the granular cell layer 
“activates the normal function of the granule cell system, re- 
sulting in erasure of information held in declarative memory.” 
That the functioning of these cells varies with the serum cor- 
tisol level is suggested by studies like those of Sloviter et al. 
(4), who found that in adult mice hypocortisolemia causes 
dysfunction and degeneration of (only) these opioid-releasing 
granular cells. This hypothesis—that hypercortisolism pro- 
duces its memory deficit by provoking the release of these 
stores of endogenous opioids—is uniquely attractive because 
it can be readily tested by the administration of opioid antago- 
nists, which Collier and Routtenberg found prevented the 
memory impairment (2, 3). 

A substantial body of work thus implicates degranulation 
of the hippocampal granular cells as responsible for cortisol- 
induced memory impairment, and this easily tested hypothesis 
should be investigated along with the other mechanisms pro- 
posed by Dr. Wolkowitz and his coauthors. If this hypothesis 
is confirmed, the reversal of memory impairment by challenge 
with an opioid antagonist like naltrexone would serve to de- 
tect those patients in whom this hippocampal system is intact, 
e.g., depressed patients whose memory impairment results 
from their hypercortisolemia. The reversal of memory impair- 
ment by naltrexone challenge could thus discriminate these 
“nseudodemented” patients from those whose dementia is ac- 
companied by dysfunction or degeneration of the hippocam- 
pal granular cell system. 
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ALAN LIPSCHITZ, M.D. 
New York, N.Y. 
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Dr. Wolkowitz and Dr. Reus Reply 


Sir: We appreciate Dr. Lipszhitz’s thought-provoking letter 
in response to our recent article. Although caution must be 
exercised in extrapolating from animal studies to clinical situ- 
ations, we agree that corticosteroid effects on the hippocam- 
pus may be important in determining their cognitive actions. 
In one of the studies cited by Dr. Lipschitz (his refererce 4), 
adrenalectomy resulted in selective loss of hippocampal 
granular cells in rats; tt remains uncertain, however, whether 
acute exogenous corticosteroid administration to intact sub- 
jects results in granular cell activation. Further, electrical 
stimulation of the granular cell layer in rats resulted in impair- 
ment of “declarative” memory (reference 2 in Dr. Lipschitz’s 
letter); in the volunteer subjects in cur study, exogenous cor- 
ticosteroid administration led to a specific increase in commis- 
sion errors without altering the rate of errors of omission in 
declarative memory tasks. 

Nonetheless, Dr. Lipschitz's notion of opioid modulation 
of the cognitive effects of corticosteroids is quite interesting 
and worthy of further investigation. In an attempt to un- 
cover such relationships, we recently found a series of cor- 
relations between corticosteroid-induced cognitive changes 
and changes in CSF and plasma biochemistry in the same sub- 
jects (1, and manuscript submitted for publication). We did 
not find any significant correlation between changes in cog- 
nitive performance and changes in CSF levels of p-endor- 
phin or B-lipotropin. Rather, corticcsteroid-induced cognitive 
changes were associated with changes in CSF or plasma levels 
of cortisol, ACTH, norepinephrine, 3-methoxy-4-hydroxyphen- 
ylglycol, and somatostatin-lik2 immunoreactivity (manuscript 
submitted for publication). 

The relation between changes in CSF levels of p-endorphin 
or §-lipotropin and focal chanzes in hippocampal granular cell 
opioid activity is unknown, and Dr. Lipschitz’s suggestion of 
a pharmacologic blocking strategy (e.g., use of naltrexcne) to 
test his hypothesis is intriguing and worth pursuing. We ap- 
plaud attempts to discover the psychobiologic underpinnings 
of corticosteroid behavioral actions. In particular, Dr. Lip- 
schitz’s notion of attempting to ditferentiate pharmacologi- 
cally between persons with transient corticosteroid-induced 
cognitive impairment and those with more permanent forms 
of dementia is commendable. 
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OWEN M. WOLXOWITZ, M.D. 
VICTOR I. REUS, M.D. 
San Francisco, Calif. - 


Administration of Anesthesia by Psychiatrists 


Siz: I would like to expand on my position relating to 
psychiatrists giving anesthesia during ECT, as referenced by 
Theodore Pearlman, M.D., and his associates in the article 
“Should Psychiatrists Administer Anesthesia ror ECT?” (1). 
I strongly agree with their position that psychiatrists are 
physicians who are, or shouid be, perfectly capable of han- 
dling simple medical procecures. The data on safety with 
ECT show that it is at least as free from danger as an intra- 
venous pyelogram. No one, however, seems <o feel that ra- 
diologists need medical assistance for this potentially lethal 
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procedure. Apparently, they are better physicians than we 
psychiatrists. 

I believe that much of this stems from “litigaphobia,” an 
irrational fear of being sued (S.L. Brodsky, presentation at the 
annual meeting of the American Psychological Association, 
Washington, D.C., 1986). In 1987 I spent several weeks trying 
to clarify the exact extent of lawsuits relating to ECT. These 
data are virtually impossible to find; suits settled out of court 
are rarely reported, and unless appealed, most civil cases are 
unknown outside their own jurisdictions. I spoke to the vice- 
president of a professionel liability corporation who agreed to 
discuss the matter with me off the record only. He was very 
honest about being unwilling to give me any hard data on 
what his company had paid for what claims, for fear that this 
would be used by attorneys to sharpen their aim in asking for 
settlements. For those who are willing to take my account on 
faith, what he said was that suits involving ECT are very rare, 
and when filed they almcst always involve a major complica- 
tion such as death. Psychiatrists were much more likely to be 
sued for medication errors or sexual misconduct. Most impor- 
tantly, he was unaware of a single case in 20 years in which 
the specific issue was a psvchiatrist’s competence to administer 
anesthesia. 

I was able to locate two significant suits. In one, a psychia- 
trist gave ECT to a patient who was known to have eaten and 
who aspirated food. No procedure is safe if improperly done. 
In the other case, the court ruled that ECT caused a patient’s 
death, but an anesthesiologist had been in attendance and had 
left after the patient had “recovered.” Where is the extra safety 
in this? 

In my own experience, in a study of only 20 treatments, the 
actual time spent under anesthesia averaged less than 5 min- 
utes when I was in charge of the anesthesia and more than 20 
minutes when the same patient was assisted by an anesthesi- 
ologist (unpublished data). I also had a patient who chipped 
a tooth and demanded that she be repaid for the costs of re- 
pair. The anesthesiologist who was assisting me (because of a 
hospital ruling similar to that described by Dr. Pearlman and 
associates) flatly refused to pay this, stating that I was the 
physician in charge, even though I was not allowed to handle 
the airway. 

If we are physicians, let us act like physicians and do what 
is clearly safe and vastly less expensive for our patients. 
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JAMES F. HOOPER, M.D. 
Tuscaloosa, Ala. 


Sm: As Bob Dylan said, “You better start swimmin’ or you'll 
sink like a stone,/ For the times they are a changin’.” Having 
cut my research teeth studying ECT anesthetic techniques (1- 
3), I feel moved to comment on the article by Dr. Pearlman 
and colleagues. I think we may need to make distinctions with 
respect to whether a physician can, should, or must perform 
a given procedure at a given time. 

Being “qualified” to dc something implies that a person can 
do it, within whatever pazameters individual hospitals specify 
in their credentialing policies. Such parameters are not etched 
in stone. As Dr. Pearlman and associates pointed out, very few 
(if any) psychiatric residency programs currently provide 
enough anesthesia training to satisfy most hospital credentials 
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committees. The argument that, for example, cardiologists or 
dentists are judged by a different standard, even from that for 
the psychiatrist who has been trained, may have some merit. 
I doubt we could easily win that debate given the relative in- 
frequency with which ECT is used these days. 

Does the fact that someone can do something necessarily 
mean that one should do it in a particular circumstance? The 
“should” also involves a medical-political question: Is the 
proper role of the specialist to adhere to specialist boundaries 
and collaborate with other specialists when boundaries over- 
lap? Or is it to do as much as one feels capable of and only 
consult the other specialist when a problem is perceived? If I 
have the right (or obligation) to claim my professional terri- 
tory, is not the same true for other specialties? ECT undoubt- 
edly takes more time and lots more money when an anesthe- 
siologist is present. But is that necessarily bad? What good is 
the time or money saved if a patient has a rare complication 
while under anesthesia administered by someone who is not 
prepared to manage it? What if someone who is prepared is 
down the hall or in the next room and that isn’t close enough? 
I personally have found that collaborating with anesthesiolo- 
gists for ECT has elevated my medical stature. It is another 
chance to show my colleagues that I can operate proficiently 
in an arena of medical specialization. 

Finally, are there times when ECT anesthesia must be per- 
formed by the treating psychiatrist? For example, for patients 
in free-standing psychiatric hospitals that have no anesthesi- 
ologists on the staff and, perhaps, cannot get any? Is there 
evidence to support a position that ECT is sometimes (or ever) 
a life-saving emergency procedure that could not (or, in fact, 
should not) await the patient’s transfer to a facility with an- 
esthesiology services? I am not aware of such evidence. 
Whether or not such transfer capabilities are available may 
provide an exception. On the other hand, I personally know 
of a physician who died while receiving ECT under such a 
circumstance. He was an otherwise healthy, middle-aged man 
with a garden-variety depression. As far as I know, it was the 
only major ECT complication the psychiatrist had ever had. 
An anecdote rarely proves anything—unless you are the sub- 
ject of it. 

Where do I stand now? I certainly believe that any psychia- 
trist who administers ECT must be knowledgeable about the 
basic variables involved in the anesthesia. I believe that the 
psychiatrist should collaborate with the anesthesiologist in 
planning the optimum anesthesia regimen, and vice versa. A 
paper Dr. Smith and I wrote some years ago (4) was an attempt 
to promote such collaboration. I believe that the psychiatrist 
should not proceed with a treatment if there is any disagree- 
ment about the anesthesia regimen being used. I totally agree 
with Dr. Pearlman and his colleagues about the need to pay 
rigid attention to training, credentialing, and performance 
standards if psychiatrists are to be allowed to administer ECT 
anesthesia. I just think the time has passed when we should 
do it. And I cannot imagine a circumstance when I would think 
I must do it. 
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CHARLES L. RICH, M.D. 
Stony Brook, N.Y. 


Sir: The article by Dr. Pearlman and associates captured my 
interest. I have practiced in the fields of psychiatry and anes- 
thesiology for considerable periods of time and am Board cer- 
tified in each. 

First, it should be noted that the authors’ figure of 8,161 
cases is not impressive. These cases are short and relatively 
straightforward and should have minimal complications. If 
they have another 8,000 cases, it may be some cause for at- 
tention. It is an old saw, but anesthesia is only a means to an 
end. 

If a psychiatrist wants to administer anesthesia, he or she 
should be willing to take the time to learn the techniques and 
principles to do it safely. After training many interns and resi- 
dents, I would say that this would take 1-2 months on an 
active anesthesia service. The anesthetist should be able to do 
an endotracheal intubation on anyone and to manage any 
emergency that might arise. 

After that, if the psychiatrist wants to assume the risks and 


insurance rates of an anesthesiologist, all I can say is, “Good 
luck.” 


PAUL S$. JOHNSON, M.D. 
Fayetteville, N.C. 


Sm: In reference to Dr. Pearlman and associates’ article, I 
should like to make a few comments. 

First, I have been giving ECT since 1953 and therefore have 
over 35 years’ experience, with approximately 100 treatments 
per year. During this time, working at a community hospital 
that is now a university medical center, I have been aware of 
only two serious complications, neither of which occurred 
with my series of patients. One was the death of a patient who 
was seriously disturbed and had just had an acute myocardial 
infarction; the second was a cardiac arrest for which the pa- 
tient was successfully treated and recovered. Up until a few 
years ago, I administered anesthesia myself to low-risk pa- 
tients. 

In the state of New Jersey, the Department of Health has 
promulgated regulations for anesthesia that are quite rigid and 
restrictive. These regulations require that an anesthesiologist 
be available or on call to reach the hospital within 30 minutes 
under normal transportation conditions at all times. An anes- 
thesiologist is defined as a Board-certified physician specialist. 
The regulations further state that during anesthesia, or even 
for patients receiving intravenous sedation while conscious, 
there must be monitoring of the blood pressure and pulse, 
respiration, ECG, and arterial blood oxygen saturation. They 
also require that the oxygen tension in the breathing circuit, 
the exhaled tidal volume, body temperature, and end-tidal 
carbon dioxide tension be monitored in patients receiving gen- 
eral anesthesia. 

These regulations effectively limit the use of ECT to general 
hospitals. Even a local psychiatric hospital sends patients re- 
quiring ECT to a general hospital some 10 miles away. The 
state hospitals and most of the county hospitals do not use 
ECT and rarely send their patients to a general hospital to 
receive it. This prevents many of the patients who would most 
benefit from ECT from receiving it at all, since the physicians 
in the state hospitals generally do not have training or expe- 
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rience in the benefits of ECT; therefore, they are unlikely to 
recommend it. 

I agree with Dr. Pearlman and associazes that the restric- 
tions on the use of anesthesia and ECT skould be more flex- 
ible, for the benefit of the mentally ill, 


GEORGE A. ROGERS, M.D. 
Camden, N.J. 


Sir: The article by Dr. Pearlman and associates underscored 
a dilemma that faced our facility for the past 2 years. Because 
we lost the services of an anestresiologist fcr this interval, ECT 
was reserved for “exceptional” cases to be treated at a local 
community hospital. Given the population of over 2,000 inpa- 
tients, the lack of access to ECT was deemed to be of significant 
consequence. Luckily, after a protracted search we were able to 
recruit an anesthesiologist to join our staff. The restriction of 
our practice was largely dictated by the “community standard 
of care,” which implied that anesthesia was to be administered 
by “qualified personnel,” presumably anesthesiologists. In real- 
ity, numerous staff psychiatris:s had previous training and ex- 
perience in delivering anesthesia, and several had completed ad- 
vanced cardiac life support certification. 

It would be tremendously helpful for the APA Task Force 
on Electroconvulsive Therapy to address this controversy. 
Continued equivocation on -his important issue raises the 
specter of increased liability, unnecessary restziction of psy- 
chiatric services, and unnecessary expense associated with this 
procedure. High-risk cases could be identified end triaged ap- 
propriately. 


STEPHEN J. MASIAR, M.D. 
West Brentwood, N.Y. 


Sm: After reading the article by Dr. Pearlman and associates, 
I have misgivings about the authors’ conclusion that psychia- 
trists should administer anesthesia for ECT. Although not 
Board certified, I did complete residency training in anesthesia 
and was in private practice for over a year before returning to 
finish a psychiatry residency. I am therefare in a much better 
position than most practicing psychiatrists to cbtain anesthe- 
sia privileges for ECT. While I am sure that I could benefit 
financially from this situation, I would be loath to do so. An- 
esthesiologists and, under their supervision, nurse anesthetists 
are the experts in the administzation of potentially lethal drugs 
such as succinylcholine and thiopental sodium. They are also 
superbly trained in management of the anesthetized airway 
and use these skills daily. Our patients deserve no less. 

Several points made in the article disturbed me. Four end- 
points were used in this retrospective study: Zatalities, frac- 
tures, aspiration pneumonia, and post-ECT atelectasis. A re- 
cent study, which appears in Miller’s Anesthesia (1), reported 
that mortality, while less than 1/10,000, is more than doubled 
in cases which are handled Ly surgeons and dentists as op- 
posed to anesthesiologists or a combinazion of anesthetists 
and anesthesiologists. Further, although fatalities and frac- 
tures are clear endpoints, aspiration and atelectasis are not. 
How were these entities followed up, particularly in the 1,841 
outpatients? What about other forms of morbidity, such as 
myalgias from succinylcholine or cardiac arrhythmias? Also, 
no mention was made of that rare but fatal anesthetic compli- 
cation, malignant hyperthermia, and no menticn was made of 
the monitoring used. 

Another issue the authors discussed was anesthesia given by 
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cardiologists, dentists, and gastroenterologists. My experience 
is that these specialists use intravenous sedation with benzo- 
diazepines or narcotics. The patients’ muscles of respiration 
are not paralyzed by succinylcholine, and they do not receive 
induction doses of thiopental sodium. This is qualitatively dif- 
ferent from anesthesia for ECT. The comparison does not 
seem to hold up. 

Competition between specialties was also reviewed by the 
authors. Their suggestion to give special anesthesia training to 
psychiatrists sounds suspiciously like the suggestion to give 
special pharmacology courses to psychologists so that they 
can prescribe psychoactive medications. Neither one is accept- 
able. 

Finally, the negative image of psychiatry and ECT is repeat- 
edly addressed. While this is indeed a problem, I question 
whether either psychiatry or ECT will be enhanced by psy- 
chiatrist-administered anesthesia, which is not the standard of 
care. Surely there are more effective ways of convincing our 
physician colleagues and the public at large of our value. 
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CARLA RODGERS, M.D. 
Philadelpoia, Pa. 


Sir: Psychiatrists in the United States must squarely face the 
question of who should do ECT, and Dr. Pearlman and col- 
leagues are to be commended for opening this debate. I agree 
with them that training ts a critical issue. Patients are better 
served by physicians who are thoroughly trained in ECT, ex- 
perienced in giving it, and interested in the process, regardless 
of their specialty. Indeed, Moscarillo (1) has proposed that 
cardiologists with specialty training should administer ECT 
anesthesia. 

I disagree that the survival of psychiatry as a medical disci- 
pline has any relevance whatsoever to this debate. The guiding 
principle should be whaz is best for our patients. Given the 
profound physiological disturbances that occur during ECT 
(2) and the increasing technical complexity of the treatment 
(3), common sense would indicate chat patients are better 
served by having available the expertise of both a psychiatrist 
and an anesthesiologist, provided both have had specialty 
training in ECT. We should aim for nothing less. 
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CHARLES A. WELCH, M.D. 
Boston, Mass. 


Dr. Pearlman Replies 


Sir: I value the stimulating correspondence evoked by our 
article. Lively debate on the subject provides grist to the grind- 
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stone in the search for undistorted and effective standards of 
ECT anesthesia care. 

Dr. Hooper’s astute remark about litigation phobia, con- 
sidering, as he points out, the paucity of ECT lawsuits, pro- 
vides healthy objectivity to the discussion. 

Dr. Rich, whose stated position is that our time for giving 
anesthesia for ECT has passed, has undoubtedly read Robert 
Browning’s “The Pied Piper of Hamelin.” For psychiatrists to 
swim en masse in a direction “piped” by those with motives 
other than quality ECT care is likely to bring psychiatry to 
“the river’s brink, where it cannot come back to life I think.” 

I agree with Dr. Johnson, who is Board certified in psychia- 
try and anesthesiology, that psychiatrists doing ECT anesthe- 
sia should have training and experience in endotracheal intu- 
bation and emergency drug use. However, Dr. Johnson 
contradicts his message about the gravity of the risk that the 
psychiatrist assumes in administering anesthesia by his com- 
ment that our more than 8,000 cases in which patients were 
safely anesthetized are not impressive because “these cases are 
short and relatively straightforward and should have minimal 
complications.” : 

Dr. Rogers and I agree that restrictions on the use of anes- 
thesia and ECT operate to the detriment of many mentally ill 
patients. I agree with Dr. Masiar’s suggestion that the APA 
Task Force on Electroconvulsive Therapy needs to avoid vac- 
illating about who is qualified to administer anesthesia for 
ECT and to establish guidelines in support of psychiatrists’ 
qualifications, based on rigorous training, for administration 
of ECT anesthesia. 

Let me assure Dr. Rodgers that there is no financial benefit 
to psychiatrists administering anesthesia for ECT. Medicare, 
Medicaid, and private insurance reimburse psychiatrists for 
ECT under CPT code 1-90870 regardless of whether the an- 
esthesia is given by a psychiatrist or an anesthesiologist. I take 
issue with Dr. Rodgers’s argument that the superb training in 
airway management which anesthesiologists and nurse anes- 
thetists receive is a reason why psychiatrists cannot do a simi- 
larly competent job. Dr. Rodgers might be loath to practice 
ECT anesthesia, and she has a professional right to avoid do- 
ing so. However, one unforeseeable day a patient—for exam- 
ple, one with alcohol dependency— may have an epileptic sei- 
zure in her office and require airway management which is 
similar to that for ECT. Lack of practice in airway manage- 
ment with ECT anesthesia might preclude sound airway man- 
agement of the epileptic patient rendered unconscious by simi- 
lar electrical activity in the CNS. 

Dr. Rodgers correctly mentions malignant hyperthermia as 
a rare complication of succinylcholine administration. Such 
an unusual, life-threatening event will certainly require more 
than the presence of an anesthesiologist in addition to the 
availability of an anesthesia-administering psychiatrist to ren- 
der emergency treatment. An entire intensive care unit treat- 
ment team will be necessary. 

In rejecting the argument that it is unfair to restrict psychia- 
trists’ anesthesia privileges but to allow cardiologists, gastro- 
enterologists, and dentists to anesthetize or heavily sedate 
their patients, Dr. Rodgers loses sight of the fact that paralysis 
of respiratory muscles by succinylcholine is not the only man- 
ner by which respiration might be suppressed. Cardiologists, 
gastroenterologists, and dentists are fully aware of the CNS 
respiration-depressing effects of benzodiazepines and narcot- 
ics. Yet they competently, and without the same criticism from 
anesthesiologists, fulfill their anesthesia responsibilities. 

Comparison by Dr. Rodgers of psychiatrists asking for ECT 
anesthesia privileges with psychologists clamoring for pre- 
scription privileges is hardly justified. Psychiatrists are trained 
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in the basic sciences of medicine, including anatomy, physiol- 
ogy, and pathology of the brain, the heart, and the lungs, in 
addition to clinical monitoring of vital signs. Psychologists, 
who are experts in the evaluation and management of behav- 
ior, lack formal medical training. 

Dr. Rodgers is wrong in implying that the standard of care 
is anesthesiologist-given anesthesia for ECT. The standard of 
the Joint Commission on Accreditation of Healthcare Organi- 
zations is that there should be uniformity in the quality of 
anesthesia care in the different departments of a hospital, in- 
cluding the departments of anesthesiology and psychiatry. 

Finally, I disagree with Dr. Welch that the denial of ECT 
anesthesia privileges to psychiatrists has no relevance to psy- 
chiatry’s future as a medical discipline. Once the technical 
competence of psychiatrists to do procedures relevant to their 
specialty is questioned, psychiatrists will be progressively de- 
nied the numerous incidental medical procedures (taking 
blood samples, suturing minor lacerations of elderly psychiat- 
ric patients who have fallen, doing spinal taps on psychotic 
patients with positive rapid plasma reagin test results) to the 
ultimate total demedicalization of the profession—other than 
prescribing psychotropic drugs and pressing ECT buttons! 


THEODORE PEARLMAN, M.D. 
Houston, Tex. 


Eating Disorders in Patients With Diabetes 


Sr: We are grateful to Jean W. Helz, M.D., and Bryce Tem- 
pleton, M.D. (1) for an interesting review of psychosocial fac- 
tors in diabetes mellitus. However, we wish to draw their at- 
tention and that of Journal readers to one psychosocial 
problem associated with diabetes which was not mentioned. 
Specifically, we refer to the occurrence of eating disorders in 
young women with diabetes. Although epidemiological stud- 
ies have not yet conclusively shown that diabetes is a risk fac- 
tor for eating disorders, a recent review concluded that the 
greater part of the evidence points in this direction (2). 

We found clinically significant eating disorders, based on 
DSM-III criteria, in almost 15% of a diabetes clinic popula- 
tion of female patients, ages 13-18 years, with insulin-depend- 
ent diabetes (3). In a subsequent study in the same clinic (4), 
we diagnosed bulimia nervosa, based on DSM-HI-R criteria, 
in 5% of 103 female patients in the same age range. In the 
latter study, we also found that 12% of the total sample re- 
ported a history of intentional insulin undertreatment (i.e., 
complete omission or reduction of a scheduled dose) for the 
purpose of producing weight loss. In subjects with eating dis- 
orders, this method of weight loss was more commonly used 
than self-induced vomiting, extreme exercise, or laxative 
abuse. 

In our experience, the presence of eating pathology in fe- 
male patients with diabetes is often associated with significant 
problems with metabolic control. It also appears that in young 
women with diabetes, omission of insulin therapy to produce 
weight loss may be an important cause of impaired metabolic 
control. Indeed, we suggest that this possibility needs to be 
considered in all young women with poorly controlled diabe- 
tes. 
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GARY RODIN, M.D. 
DENIS DANEMAN, M.D. 
Toronta, Ont., Canada 


Dr. Helz and Dr. Templeton Reply 


Sr: We thank Dr. Rodin and Dr. Daneman for calling at- 
tention to this issue in diabetic patients. In our practices we 
have seen diabetic patients with important eating disorders; 
these disorders can easily represent an unrecognized ccmpli- 
cating factor in the management of such patients. 

It was not possible within the scope of our article to cover 
many important psychiatric issues in diabetes, but awareness 
of the possibility of eating disorders is clearly a special per- 
spective the psychiatrist can bring tc the treatment of the dia- 
betic patient. 


JEAN W. HELZ, M.D. 
BRYCE TEMPLETON, M.D. 
Philadelphia, Pa. 


Need for Polysomnographic Studies in Research on Disorders 
of Initiating and Maintaining Sleep 


Sm: We congratulate Hugh Y. McClusky, M.A., and asso- 
ciates for their recent article entitled “Efficacy of Behavioral 
Versus Triazolam Treatment in Persistent Sleep-Onset Insom- 
nia” (1). Studies of this nature have long been needed to clarify 
the roles of sedative-hypnotic therapy and behavioral tech- 
niques in the treatment of disorders of initiating and maintain- 
ing sleep. However, we do not believe that the findings in this 
study unequivocally support the authors’ conclusion that “be- 
havioral treatment is a viable alternative for persistent, psy- 
chophysiological, sleep-onset insomnia and may be prefer- 
able, considering its sustained effectiveness.” 

Given their method, it is nct clear that Mr. McClusky and 
associates adequately defined a population of psychophysi- 
ologically insomniac patients by excluding other diagnoses. 
The authors claimed to have ruled out “nonpsychophysiolagi- 
cal disorders of initiating and maintaining sleep such as rest- 
less leg syndrome, nocturnal myoclonus, and sleep apnea” 
without the use of polysomnography. They used a “Sleep 3e- 
havior Questionnaire [which] combined items in other ques- 
tionnaires ... that were found to correlate well with electro- 
physiological sleep measures.” From a careful inspection of 
the authors’ references, it appears that the Sleep Behavior 
Questionnaire was derived fram two studies (2, 3) that did not 
use polysomnography and a third (4) that did not screen for 
myoclonus or sleep apnea. As a result, it is questicnable 
whether Mr. McClusky and associates were successful in their 
attempts to screen out nonpsychophysiological disorders on 
the basis of their questionnaire data. 

As we and others have shown, it is not possible to precict 
consistently the presence of such disorders as myoclonus or 
sleep apnea without using polysomnography (5, 6). While we 
encourage the initiative of Mr. McClusky and his colleagues, 
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we cannot agree that the:r results are specific to psychophysi- 
ological insomnia, since their sample may have consisted of 
patients with a mixture of disorders of initiating and main- 
taining sleep. Unless studies of this type include polysom- 
nographic screening, it will not be clear whether a particular 
treatment is effective for a specific subgroup of patients with 
disorders of initiating and maintaining sleep or for all such 
patients regardless of their diagnoses. 
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W. VAUGHN MCCALL, M.D. 
JACK D. EDINGER, PH.D. 
Durham, N.C. 


Dr. Wooten Replies 


Sir: There are several important factors to consider in re- 
sponse to the concerns raised by Dr. McCall and Dr. Edinger. 
All of the patients were screened for symptoms of any organic 
sleep disturbance by specific inquiry during the initial interview. 
An effort was also made to exclude patients who were more than 
45 years of age because of the greater occurrence of sleep apnea 
and myoclonus in individuals older than 45 years. It might also 
be mentioned that a diagr.osis of restless leg syndrome is arrived 
at by history, not by polysomnography. 

Although it would have been ideal to use polysomnography 
in this study group to make absolutely sure of their diagnoses, 
the subjects were free of any symptoms of organic disorders, 
were not in an age group at significant risk for apnea or myo- 
clonus, and did not have sleep maintenance insomnia that 
might suggest organic problems. It is also worthwhile to con- 
sider that most patients with chronic insomnia have developed 
secondary “conditioned” or “psychophysiological” features 
in addition to any underlying organic problems. Correcting 
underlying problems such as sleep apnea alone may not en- 
tirely relieve the complaint of insomnia, necessitating behav- 
ioral and/or pharmacological interventions (1). With regard 
to this final point, our subjects got better through the use of 
behavioral techniques; therefore, if any of them did happen to 
have organic problems, they still benefited from our interven- 
tions. 
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VIRGIL WOOTEN, M.D. 
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Psychiatric Disorder and Bowel Disease 


Sir: I read with great interest “Psychiatric Illness and Irrita- 
ble Bowel Syndrome: A Comparison With Inflammatory 
Bowel Disease” by Edward A. Walker, M.D., and associates 
(1). The authors cogently discussed their finding of a high 
prevalence of psychiatric disorders in their group of patients 
with irritable bowel syndrome. They concluded that this 
group of patients might benefit from psychiatric evaluation 
and treatment. 

The comparison group consisted of patients with inflamma- 
tory bowel disease. The authors found that the “lifetime preva- 
lence of psychiatric disease in this group was low.” At first 
glance the reader might conclude that emotional factors are not 
implicated in this disorder, since there is a low rate of psychiatric 
disease. I would like to address this issue as far as ulcerative 
colitis patients are concerned. Although findings are not conclu- 
sive, there have been articles in the literature which suggest that 
other dimensions, such as psychosocial aspects (2), alexithymia 
(3), and object relations (4), need to be explored. 

Perhaps we need to look beyond the official psychiatric dis- 
order—to understand the full human dimensions of stress, af- 
fect, and processes of internalization. If these factors can be 
seen as playing a role, perhaps therapeutic intervention may 
also be helpful with this patient population. 
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ESTHER URDANG, A.C.S.W. 
Chestnut Hill, Mass. 


Dr. Walker and Associates Reply 


Sir: We appreciate the response of Ms. Urdang to our recent 
study. Although we would agree with her that many dimen- 
sions of psychosocial functioning in patients with irritable 
bowel syndrome need further study, we deliberately limited 
our investigation to the psychiatric aspects. 

We would like to comment about one implication of Ms. 
Urdang’s letter. We believe that the psychosocial aspects of 
many illnesses need to be further investigated. However, there 
appears to be a persistent belief that certain illnesses such as 
Crohn’s disease and ulcerative colitis are unique in their asso- 
ciation with a particular psychological state. Many of the psy- 
chosomatic hypotheses of clinicians such as Franz Alexander 
have not stood up to methodologically rigorous research. The 
low rate of psychiatric disease we found in the patients with 
Crohn’s disease and ulcerative colitis does not indicate that 
they were not distressed. However, it may signal that these 
patients’ level of distress did not' reach the severity threshold 
which contributes to the expression of psychiatric disease. 
These data confirm earlier observations of Helzer et al. (1, 2) 
and suggest that patients with irritable bowel syndrome are in 
some way unique. 
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We appreciate Ms. Urdang’s reminder of the impact of 
stress in the expression of physical disease and join with her 
in the expectation of further fruitful research in this area. 
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EDWARD A. WALKER, M.D. 
WAYNE J. KATON, M.D. 
PETER P. ROY-BYRNE, M.D. 
Seattle, Wash. 


Mechanism and Classification of Koro 


Sr: In the article “Koro: Proposed Classification for DSM- 
IV” by Ruth L. Bernstein, M.D., and Albert C. Gaw, M.D. 
(1), the authors discussed the mechanism that I have proposed 
to explain the panic associated with koro. They erroneously 
mentioned my describing this series of events and experiences 
as “a self-incriminating causal loop.” Perhaps this is a typograph- 
ical error; I called it “a self-incrementing causal loop” (2): 


In societies in which the belief in koro is endemic, 
some men will be especially anxious about their penile 
states and hence will monitor them especially carefully. 
Many men from time to time experience the sensation 
of their penises shrinking as if retracting more than 
usual. (In the West, there are a number of jokes relating 
this experience to exposure to cold, usually cold water.) 
In cultural contexts which include a belief in koro, that 
experience will generate anxiety. Since the physiology 
associated with anxiety includes as one of its manifes- 
tations reduction of blood flow to the penis and conse- 
quent further penile retraction, perception of this re- 
traction will further increase anxiety, frequency of 
monitoring, and frequency of receiving The Bad News. 
Frequently, receiving The Bad News will even further 
increase anxiety and its effects. This is an example of a 
self-incrementing causal loop. 

The specific meaning structure in which this loop is 
embedded will vary in differing cultural contexts. For 
this reason instances of the Genital Retraction Taxon 
will be most frequent in societies in which the endemic 
meaning structure most magnifies the anxiety. At times, 
for example when a rumor of a koro epidemic is circu- 
lating, this sequence of events will be experienced by 
enough men to generate a koro epidemic. 

However, since the originating experience is ubiquitous 
in all societies, similar instances will occur sporadically else- 
where, whenever the cognitive state of subjects for any rea- 
son generates anxiety sufficient to drive the loop. 


I suspect such self-incrementing loops are common in a va- 
riety of contexts, For example, in discussing the ways in which 
self-consciousness affects social interaction, Erving Goffman 
(3) described just such a loop: 


To look self-conscious, then, is to break the cover of 


“looking like anyone else.” But should the individual 
sense that his appearance is giving him away, he will 
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feel that he has further cause to be fearful. Suppressing 
the urge to leave the field that this new fear creates will 
generate still further signs of unnaturalness which in 
turn will have their circulaz effect. 
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RONALD C. S-MONS, M.D. 
East Lansing, Mich. 


Sr: In their review of koro, Dr. Bernstein and Dr. Gaw 
considered several possibilities for its classification in DSM-IV 
and proposed its inclusion in the novel category of “genital 
retraction disorder, culture-specific.” Whatever the merits of 
placing koro in a unique diagnostic category, one clear hazard 
of this “splitting” is the concealment of the connections be- 
tween koro and other diagnoses. 

Others have proposed that disorders like koro should be 
lumped into the class of body dysmorphic disorders (1) or 
dysmorphophobia (2), diseases that appear to respond to ser- 
otonin reuptake blocking drugs (1) and to belong within the 
obsessive-compulsive disorder spectrum. Koro may well be a 
form of obsessive-compulsive disorder; segregating it into a 
unique class would obscure its unity with other somatoform 
disorders that also occur in sporadic, epidemic, and endemic 
fashion and would inhibit investigation of its response zo the 
serotonergic drugs that are effective in treating other diseases 
of the obsessive-compulsive d:sorder spectrum. 
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ALAN LIPSCHITZ, M.D. 
New York, N.Y. 


Sir: Dr. Bernstein and Dr. Gaw suggested adding the entity 
koro to DSM-IV. Hippocrates would presumably have called 
koro a cultural variant of hysteria, and among the pieces of 
dismembered hysteria now strewn in DSM-III-R and soon to 
fall into DSM-IV, there surely is at least one fragment that can 
accommodate koro nicely, obviate creating a redundant niche 
for it, and thereby serve the cause of nosologic parsimony. 


WILLLAM F. SHEELEY, M.D. 
Phoenix, Ariz. 


Dr. Bernstein and Dr. Gaw Reply 


Sm: We appreciate Dr. Simons’s pointing out our typo- 
graphical error. We agree that the concept of a “self-incre- 
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menting causal loop” is relevant not only in koro but in many 
other disorders marked by a panic component. 

We strongly considered body dysmorphic disorder but 
dismissed it for the following reason. Body dysmorphic dis- 
order is defined as a “preoccupation with some imagined 
defect in appearance in a normal-appearing person” (DSM- 
HI-R). Typical is a person preoccupied with the size of his 
nose who has a history of repeated visits to plastic surgeons 
in an effort to correct the imagined defect. Marked disrup- 
tion of function is uncommon. In fact, the central concern 
in koro, the fear of genital retraction and impending death, 
is not with the appearance of the genitals but, rather, with 


their dissolution. Panic or anxiety invariably accompanies 
the fear of genital retraction and resultant death. Marked 
disruption of function is common, and the presentation: of 
koro symptoms is acute, dramatic, and clearly linked to cul- 
tural beliefs. 

Although koro has certain hysterical features, we did not 
consider the term “hysteria” because it has been omitted from 
the current system of classification. 


' RUTH L. BERNSTEIN, M.D. 
ALBERT C. GAW, M.D. 
Bedford, Mass. 


Reprints of letters to the Editor are not available. 


Correction 


In the article “Suicide, Stressors, and the Life Cycle” by Charles L. Rich, M.D., et al. (April 
1991 issue, p. 524), the second author’s name is misspelled. Gary M. Warstadt, M.D., is the 


second author of this paper. 
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Quantitative Electroencephalography: A Report 
on the Present State of Computerized EEG Techniques 


American Psychiatric Association Task Force 
on Quantitative Electrophysiological Assessment 


The American Psychiatric Association established the Task Force on Quantitative Electropbysiological Asse:s- 
ment! in May 1989 to consider several questions of interest to psychiatrists. From the inception of techniques por 
quantitative electroencepbalograpby (qEEG), the possibility was raised that it would substantially assist in the dicg- 
nosis of brain disorders. However, controversy exists over the scientific basis for such approaches and the trainmg 
necessary for interpretation of computerized records. The task force’s charge was to report 1) the present state of 
scientific knowledge about qEEG, 2) the role for qEEG in clinical psychiatric practice at the present time, 3) me 
training necessary for the use of qEEG techniques, and 4) the possible future of the technique in the study of mereal 
disorders. The task force concluded that qEEG is particularly useful for the detection of abnormalities in slow waves, 
which are a feature of delirium, dementia, intoxication, and other syndromes involving gross CNS dysfunction. The 
ability of qEEG to help in the diagnosis of other disorders, such as schizophrenia or depression, is not vet established. 
Clinical replications and sharing of normative and patient data bases are necessary for the advancement of this field. 
Proper use of this technique requires extensive training in a center experienced in its use. Standards for training aid 
for using the technology in psychiatry are urgently needed. 


This report was approved by the Board of Trustees in December 1990. 


The American Psychiatric Association (APA) established the Task 
Force on Quantitative Electrophysiological Assessment in May 1989 
to consider several questions of interest to psychiatrists. From the 
inception of techniques for quantitative electroencephalography 
(qEEG), the possibility was raised that it would substantially assist in 
the diagnosis of brain disorders (1, 2). However, controversy exists 
over the scientific basis for such claims, the value of computerized 
measurements versus traditional EEG approaches, and the training 
necessary for interpretation of computerized records (3, 4). Unfortu- 


nately, advertisements and promotional material from some manu-` 


facturers of qEEG instruments have gone beyond the existing scien- 
tific evidence to make claims of diagnostic utility. The task force’s 
charge was to report 1) the present state of scientific knowledge about 
qEEG, 2) the role for qEEG in clinical psychiatric practice, 3) the 
training necessary for the use of EEG techniques, and 4) the possible 
future of the technique in the study of mental disorders. This report 
will review the technique itself and then discuss the points addressed 
by the task force. 


QUANTITATIVE EEG TECHNIQUE 


Electrical activity originating in the brain can be recorded from the 
surface of the scalp by using conventional EEG techniques to provide 


1 The members of the task force are Robert Freedman, M.D. (chair- 
person), Daniel J. Luchins, M.D., Robert W. McCarley, M.D., and 
John M. Morihisa, M.D. The task force appreciates the input pro- 
vided by Robert Cancro, M.D. The task force was staffed by Harold 
Alan Pincus, M.D., and Wendy Davis, M.Ed. 
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1) analysis of the spontaneous EEG and Z) analysis ot the brain activ- 
ity evoked by a stimulus. Recordings of at least three kinds of brain 
electrical activity have clear clinical utility. The sudden activation of 
large groups of neurons, as occurs during epilepsy, is reflected in ab- 
normal spike activity. Disturbances in the normal cerebral cortical 
rhythms, as occurs in patients wita dementia and other organic brain 
syndromes, are reflected in decreased frequency and increased promi- 
nence of slow waves in the EEG. Disturkances in specific brain path- 
ways, such as the optic neuritis of multiple sclerosis. are reflected in 
changes in sensory evoked potentials. Electrical actwity is generally 
recorded from many sites over the scalp to assist in localizing changes 
in underlying brain areas. The activity from each eleztrode is plotted 
on a chart record, which can be voluminous because of the multiple 
recording sites and the many minutes of recording tme. Analysis by 
an electroencephalographer requires knowledge of zhe normal pat- 
terns of activity of the brain in various behavioral coaditions, such as 
waking and sleep, as well as recognition of artifacts caused by factors 
such as body movement and electrical interference. 

Quantitative EEG involves the use of digital computer technology 
to improve the analysis of the EEG in three ways. Firzt, a power spec- 
trum is calculated for each recording site. This apprcach, a variant of 
Fourier analysis, treats the EEG as the sum of waves of various fre- 
quencies, i.e., slower waves and faster waves summed together. The 
power spectrum quantitates the amount of activity at each frequency. 
From such a spectrum, one can determine if a particu_ar type of wave, 
such as alpha, is present to a norma! degree. This method is a potential 
improvement over looking at the EEG waves on paper records; in that 
case, various waves are mixed together, so no quantitative assessment 
can be made. For example, small amounts of EEG sowing are often 
difficult to detect in manual analysis. On the other haad, the computer 
method has the potential drawback that only a brief segment is shown, 
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whereas conventional EEG records display many minutes of activity, 
which provide an opportunity to detect rare abnormal events. 

The second technique provides a visual image in the form of a map 
over the surface of the head. These colorful maps attract attention in 
research papers, clinical reports, and advertisements. The computer 
constructs these maps by selecting a particular frequency and color 
coding the amplitude in the power spectrum for each EEG lead. Hot 
colors, such as red, represent high amplitude, and cool colors, such 
as blue, represent low amplitude. Between the recording sites, the 
computer interpolates values to provide a continuous map over the 
entire head. Thus, if the alpha activity of a normal subject is plotted, 
one might see a red (hot) area over the posterior head near the occipital 
lobes. In the initial reports of this technique it was called “‘brain elec- 
trical activity mapping” (BEAM) (1). The potential advantage of this 
approach is that patterns such as hemispheric asymmetry can be more 
easily spotted because one sees the data displayed over the surface of 
the head in color. An abnormally high frequency of slow waves over 
the frontal lobes, found in some dementias, might be difficult to see 
in paper records but would be obvious on a color-coded map. 

The third strategy is to compare the maps, or the electrical activity 
on which they are based, by various statistical techniques. An individ- 
ual patient’s values at each point on the scalp are compared with those 
of a known group, either normal subjects or subjects with a specific 
illness, such as schizophrenia. The values are often analyzed statisti- 
cally by calculating the z sccre, the difference between the patient and 
the comparison group, divided by the group’s standard deviation. 
These z scores are then color coded to ferm a new map, which em- 
phasizes areas in which the patient differs from the comparison group. 
These “significance probability maps” are also frequently displayed 
in advertisements. A problem is that these z statistic maps involve 
multiple comparisons and thus can suggest statistical significance 
when it is not present. 

A more sophisticated approach is the use of multiple discriminant 
analyses. Quantitative EEG data for groups of normal and mentally 
disordered subjects are reccrded to form qEEG data bases, in which 
each subject is represented by many recording sites and each site has 
different amplitude values for many frequencies. Given the complexi- 
ties of brain function, the disturbances that are the pathophysiological 
bases of mental disorders may not be apparent in a single power spec- 
trum or even in maps of particular frequencies. The discriminant 
analysis approach allows the construction of complex functions that 
would discriminate between groups, by summing very small distinc- 
tions into larger, more statistically significant differences. An analogy 
could be drawn to psychiatzic diagnosis itself, in which single symp- 
toms themselves carry little weight but a combination - e.g., depressed 
mood, weight loss, sleep disturbance, decreased energy, and ideas of 
worthlessness - form a complex with much higher predictive value. 
The potential advantage of this approach is that, given an adequate 
data base, the computer might be able to determine if an individual 
had a qEEG that was typical of a particular clinically defined disorder, 
if it were assumed that each illness has a unique pattern of brain ac- 
tivity as determined by scalp recording. 

One potential disadvantzge is that multiple discriminant analysis 
cannot determine if the feacures it extracts are of fundamental bio- 
logical or psychological importance. This limitation is particularly 
troublesome because EEG measures themselves are only indirect 
measures of neuronal activity and 1) are subject to subtle artifacts 
from nonneuronal sources and 2) may represent trivial correlates of 
the disorder in the population being examined. An example ofa trivial 
correlation would be a high prevalence of higher EEG frequencies in 
a group of acutely psychotic schizophrenic patients, which might sim- 
ply be due to their high level of stress. From the data on these patients, 
the computer might categor:ze all patients with high-frequency activ- 
ity as schizophrenic. However, this feature is not typical of schizo- 
phrenic patients in remission and can be found in anxious nonschizo- 
phrenic patients as well. Only a very large body of data, carefully 
collected from many centers and analyzed with rigorous clinical and 
statistical methods and proper control for artifacts, can prevent such 
adventitious, but ultimately spurious findings. 

Critical features of all statistical comparisons are the quality of the 
recordings and the actual normality of the normal comparison group. 
Many instrument manufacturers offer a normative data base for com- 
parisons with the patient daza. However, these data bases are of vari- 
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able quality and, because of their proprietary origin, have generally 
not been subjected to the usual scientific scrutiny. Details about diag- 
nostic procedure, recording technique and artifact control, and the 
distribution of individual scores are inadequate. Many of these defi- 
ciencies could be lessened if the missing information and the raw data 
from the individuals constituting the data base were provided. If these 
features were available and if the data bases were in the public do- 
main, normal peer review would highlight any biases and deficiencies 
in the data base. The task force is currently unable to endorse any 
available data base because this information is lacking. 


SCIENTIFIC FINDINGS 


The qEEG technique has been extensively used to study physiologi- 
cal changes in the brains of patients with neurological and mental 
illnesses. Examples of the more than 100 studies that have used these 
techniques are comparisons of patients with normal subjects that 
indicated more delta waves in schizophrenic patients (5), differences 
in beta activity in alcoholics (6), and more delta and theta waves in 
patients with Alzheimer’s dementia (7). Research with the mapping 
technique for evoked potentials has also yielded useful findings. For 
example, the maps and multivariate feature characterization demon- 
strate focal abnormalities in left temporal scalp regional activity in 
schizophrenia that are associated with temporal lobe structural ab- 
normalities (8). Frontal scalp regional abnormalities are present in 
obsessive-compulsive disorder (9). The mapping technique has also 
been used to demonstrate actions of psychotropic drugs by measuring 
their effect on brain activity (10). 

Most of these studies have used qEEG to help define and localize 
a particular abnormality in brain activity as part of the study of the 
pathophysiology ofa specific illness. However, only a few studies have 
suggested that qEEG findings correlate with clinical diagnoses. Such 
studies have not concentrated on particular pathophysiological fea- 
tures but, rather, have used discriminant analysis. Shagass et al. (11) 
found that the variables derived from EEG recordings could discrimi- 
nate between some illnesses, diagnosed initially with DSM-IHI criteria. 
For example, latent schizophrenia, which they equated with DSM-III 
borderline and schizotypal personality disorders, was distinguished 
from neuroses with a sensitivity of 60% and a specificity of 92% Lf 
the two disorders were equally frequent, the computer could match 
the clinical diagnosis in 88% of the cases. Shagass et al. suggested that 
this technique might have particular value for distinctions between 
pairs of conditions that are difficult to resolve clinically, John et al. 
(2, 12) described a similar strategy for discriminant analysis with the 
qEEG technique, which they termed ‘“‘neurometrics.” Using discrimi- 
nant analysis, they were able to construct a formula that classified 212 
subjects as normal or as having primary depression, alcoholism, or 
dementia with concordances to clinical diagnosis ranging from 72% 
to 80%. A replication with 166 subjects achieved similar results with 
the same formula. The technique was also used to separate unipolar 
and bipolar depressed subjects; 85% of each group were assigned to 
the appropriate clinical categories. Whether or not these distinctions 
can be generalized to nonresearch conditions has not been established. 


CLINICAL USE 


Various instruments are now commercially available for qEEG de- 
terminations. These instruments, with appropriately trained opera- 
tors, are capable of producing high-quality EEG records, accurate 
power spectra, and color-coded maps. These maps are useful for de- 
termination of abnormal slow wave activity. They are less useful for 
detection of seizure activity. The instruments used for different func- 
tions have similar hardware but different software. Also, the manu- 
facturers differ in their advertised claims of clinical utility. At this time, 
the ability of any qEEG procedure to make psychiatric diagnoses or 
to discriminate between various groups of psychiatric patients and 
normal subjects is not well established. 

The most valuable clinical role seems to be the evaluation of con- 
ditions likely to involve slow wave abnormalities, i.e., stroke, demen- 
tia, delirium, and intoxication. EEG recordings have traditionally 
been part of the evaluation of these conditions, although one survey 
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of psychiazric practice suggests that the results are rarely relied on for 
differential diagnosis (13). In only one study were readings of paper 
EEG records by a clinical electroencephalographer compared with 
interpretation of a (EEG map (14). In that study the qEEG was 
slightly more sensitive than routine EEG for detection of abnormali- 
ties in 100 consecutive patients referred for recording. 


TRAINING FOR USE AND INTERPRETATION 


There are no generally agreed on standards for the training of psy- 
chiatrists who perform qEEG or interpret (EEG records. Artifact-free 
recording requires experience in electrode application and elimination 
of commen artifacts, such as artifact from ECG, muscle tension, or 
eye movements. This technical ability is likely to require performance 
of 50 or more recordings under the supervision of experienced per- 
sonnel. Interpretation of the (EEG record requires substantial clinical 
experience. Extensive experience in a center devoted to such record- 
ings and clinical interpretation of qEEG records is necessary. The user 
of these data must understand that the increased power of these tech- 
niques also increases their potential for misinterpretation (4, 15, 16). 
Training should include comparison of qEEG records with other data 
and with clinical outcome. Because qEEG itself contributes only lim- 
ited information of direct clinical significance, persons otherwise not 
qualified to perform differential diagnoses of mental! disorders are not 
qualified to make diagnoses with qEEG. Because the current uses of 
qEEG and the current uses of conventional EEG have somewhat dif- 
ferent purposes and advantages, it is not clear that all users of qEEG 
need to be certified electroencephalographers (17), although some 
electroencephalographers have suggested such a requirement (18). 
However, the qEEG user must know the strengths and limitations of 
qEEG compared to conventional EEG. Although weekend training 
courses are offered by several of the instrument manufacturers, these 
brief sessions are not sufficient for learning how to perform qEEG and 
interpret (EEG records. Instead, appropriate training programs and 
certification criteria for qEEG are needed for psychiatrists who wish 
to use the technique. Additional efforts should be made to provide 
general education about the technique in residency training and in 
postgraduate courses. 

There is also no certification by the U.S. Food and Drug Admini- 
stration or other governmental agency of the instruments themselves 
or of the indications for their use in clinical practice. Their proper use 
in an individual clinical practice is therefore the ethical responsibility 
of the physician. In addition to this report, there are similar reports 
from other professional societies concerned with the use of EEG (19, 
20). Although they differ in specific recommendations, these reports 
express similar concerns about establishment of scientific and clinical 
bases for zhe use of qEEG and about proper standards for the training 
of those who use the techniques. 


FUTURE SCIENTIFIC DIRECTION 


Quantitative EEG is a technique of great promise that should have 
a place along with other brain imaging techniques in research on brain 
illnesses. In conjunction with magnetoencephalographic recording 
(MEG), it has potential usefulness in the localization of the sources of 
abnormalities in brain electrical activity, which are part of the 
pathophysiology of many brain disorders. Findings obtained with 
qEEG have greater power when they are correlated with other bio- 
logical features, such as underlying structural changes revealed by 
other techniques, such as computed tomography (21) and magnetic 
resonance imaging. Such investigations will probably increase our un- 
derstanding of the pathogenesis of mental disorders and thereby per- 
haps lead to better diagnoses. The technique may also have utility in 
the monitoring of response to psychotropic agents and other treat- 
ments. Psychiatrists hope that the successful use of qEEG for detection 
of slow wave abnormalities in organic brain disorders may be ex- 
tended same day to the detection of abnormal features in such illnesses 
as schizophrenia and affective disorder. Such investigations may lead 
to better diagnostic systems and more objective criteria for classifica- 
tion. These investigations are already being conducted in several re- 
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search centers with support from the National Institute of Mental 
Health, the Medical Research Service of the U.S. Depertment of Vet- 
erans Affairs, and other sources. A3 with most other research efforts, 
their quality is monitored by scientific peer review, both at the time 
of funding and at the time of publication of the results in scientific 
journals. 


SUMMARY 


Quantitative EEG has been proposed as a diagnos-ic aid for psy- 
chiatric practice. It has particular utility for the detection of abnor- 
malities in slow waves, which are a feature of many organic brain 
syndromes. 

The ability of qEEG to assist ir the diagnosis of other disorders, 
such as schizophrenia or depression, is not yet established. Clinical 
replications and sharing of normative and patient data bases are nec- 
essary for the advancement of this field. Proper use of this technique 
requires extensive training in a center experienced with its use. Estab- 
lishment of standards for training and for the use of the technique in - 
psychiatry are urgently needed. 


REFERENCES 


1. Duffy FH, Burchfiel JL, Lom>roso CT: Brain electrical activity 
mapping (BEAM): a method <or extending the clinical utility of 
EEG and evoked potential daza. Ann Neurol 1979; 5:309-321 

2. John ER, Prichep LS, Easton F: Neurometrics: computer assisted 
differential diagnosis of brain dysfunctions. Science 1988; 293: 
162-169 

3. Duffy FH: Clinical value of topographic mapping and quantified 
neurophysiology. Arch Neural 1989; 46:1133~1136 


"4, Nuwer MR: Uses and abuses of brain mapping. Arch Neurol 


1989; 46:1134-1136 
5. Morihisa JM, Duffy FH, Wyart RJ: Brain electrical activity map- 
ping (BEAM) in schizophrenic patients. Arch Gen Psychiatry 
1983; 40:719-728 
6. Pollock VE, Volavka J, Goodwin DW, et al: Pattern reversal vis- 
ual evoked potentials after alcohol administration among men at 
risk for alcoholism. Psychiatry Res 1988; 26:191-202 
7. Duffy FH, Albert MS, McArulty G: Brain electrical activity in 
patients with presenile and senile dementia of the Alzheimer type. 
Ann Neurol 1984; 16:439-448 
8. McCarley RW, Faux SF, Shenton ME, et al: CT abnormalities in 
schizophrenia: a preliminary study of their correlations with 
P300/P200 electrophysiologizal features and positive/negative 
symptoms. Arch Gen Psychiatry 19&9; 46:689-708 
9. Malloy P, Rasmussen S, Braden W, et al: Topozraphic evoked 
potential mapping in obsessive-compulsive disorder: evidence of 
frontal lobe dysfunction. Psychiatry Res 1989; 28:63-71 
10. Itil FM: The significance of quantitative pharmaco-EEG in the 
discovery and classification of psychotropic drugs, in Electroen- 
cephalography in Drug Research. Edited by Herrmann WM. 
New York, Gustav Fischer Stuttgart, 1982 
11. Shagass C, Roemer RA, Straumanis JJ, et al: Psychiatric diagnos- 
tic discriminations with combinations of quantitative EEG vari- 
ables. Br J Psychiatry 1984; 144:581-592 
12. John ER, Karmel BZ, Corning WC, et al: Neurometrics: numeri- 
cal taxonomy identifies different profiles of brain functions 
within groups of behaviorally similar people. Science 1977; 196: 
1393-1410 
13. Lam RW, Hurwitz TA, Wada JA: The clinical use of EEG in a 
general psychiatric setting. Hosp Community Psychiatry 1988; 
39:533-536 : 
14. Jerrett SA, Corsak J: Clinical utility of topograshic EEG brain 
mapping. Clin Electroencephal 1988; 19:134~143 
15. Kahn EM, Weiner RD, Brenner RP, et al: Topographic maps of 
brain electrical activity - pitfalls and precautions. Biol Psychiatry 
1988; 23:628-636 
16. Morihisa JM: Computerized EEG and evoked potential mapping, 
in Brain Imaging Applications in Psychiatry. Edited by Andreasen 
NC. Washington, DC, American Psychiatric Press, 1989 


963 


APA OFFICIAL ACTIONS 


17. Cancro R: The art of turf creation (letter). Arch Gen Psychiatry 20. American Academy of Neurology: Assessment: EEG Brain Map- 
1989; 46:191-194 ping. Minneapolis, American Academy of Neurology, 1989 

18. Nuwer MR: Quantitacive electroencephalography (letter). Arch 21. Morihisa JM, McAnulty GB: Structure and function: brain 
Gen Psychiatry 1987; 44:840 electrical activity mapping (BEAM) and computerized tomo- 


19. American Electroencephalographic Society: Statement on clinical graphy (CT scan) in schizophrenia. Biol Psychiatry 1985; 20:3- 
use of quantitative EES. J Clin Neurophysiol 1987; 4:75 19 


964 Am J Psychiatry 148:7, July 1991. 


APA OFFICIAL ACTIONS 


Guidelines for Psychiatric Practice 
in Community Mental Health Centers 





This is a task force report issued jointly by the APA Task Force on 
Professional Practice Issues in Organized/Managed Care Settings | 
and Assembly Task Force on Community Mental Health Centers. 2 It 
was approved by the Assembly of District Branches in May 1988 and 
by the Board of Trustees in December 1988. 


This report deals with an important subject that directly affects 
the mental health care delivery system and its impact on the many 
Americans who receive such care at community mental health centers 
(CMHCs) throughout the country. The American Psychiatric Asso- 
ciation (APA) is committed to the principle that the provision of qual- 
ity services should be the overriding goal in the delivery of care and 
treatment to all patients suffering from mental illness. While APA 
believes that the training and experience of any health care provider 
obviously have an important relationship to this goal, it nevertheless 
recognizes that the decision as to how best to provide quality care in 
a particular CMHC must ultimately be made by that center’s govern- 
ing board, subject to any limitations imposed by state or federal law. 
In particular, this report focuses on the appropriate provision of psy- 
chiatric services in such settings and is not intended to define or de- 
scribe the role of nonpsychiatrists. Any center which relies on this 
report should assure that it has made an independent decision to do 
so on the basis of its own needs and policies, ultimately ascertained 
and developed by its governing board. 


GUIDELINES FOR PSYCHIATRIC PRACTICE 


Psychiatric care in CMHCs °? is delivered through the combined 
expertise of multidisciplinary teams that include, among others, 
nurses, psychiatrists, psychologists, and social workers. The multidis- 
ciplinary approach is vital to the provision of comprehensive care 
within these settings. The effective delivery of this care requires both 
mutual appreciation of each discipline’s special expertise and full in- 
terdisciplinary cooperation. 

Several factors, outlined later in this statement, affect the role of 
psychiatrists working in CMHCs, and these guidelines set forth APA’s 
view as to the appropriate role of psychiatrists in CMHCs. 


1 The members of the Task Force on Professional Practice Issues in 
Organized/Managed Care Settings were Haroutun Babigian, M.D. 
(chairperson), Kenneth D. Gaver, M.D., Jonathan F. Borus, M.D., 
Judith L. Feldman, M.D., Gordon H. Clark, Jr, M.D., Don E. Flinn, 
M.D. (consultant), Alan I. Levenson, M.D. (consultant), Captane P. 
Thomson, M.D. (corresponding member), Daniel Y. Patterson, M.D. 
(corresponding member), Richard T. Rada, M.D. (corresponding 
member), Benjamin M. Ianzito, M.D. (corresponding member), Rena 
M. Nora, M.D. (corresponding member), Alexander R.H. Rodriguez, 
M.D. (corresponding member), and Irvin D. Milowe, M.D. (Assembly 
liaison). 

*The members of the Assembly Task Force on Community Mental 
Health Centers were Captane P. Thomson, M.D. (chairperson), Rich- 
ard E. Fortier, M.D., John C. Urbaitis, M.D., George Dyck, M.D., 
Bernard M. Kuhr, M.D., Richard E. Gordon, M.D., David R. Samson, 
M.D., Salvador A. Contreras, M.D., Hector R. Biaggi, M.D., and 
Murray Morphy, M.D 

3 A CMHC is a community agency that renders active treatment and 
psychosocial rehabilitation to patients in the community without re- 
gard for their ability to pay. 
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1. The care of seriously and persistently mentally ill patients 4 is 
increasingly the responsibility of CMHCs, thus requiring CMHCs be 
true medical care facilities. 

2. Mentally ill patients require comprehensive differential diagnos- 
tic evaluation, comprehensive and integrated treatment planning, and 
medical maragement in all three of the biological, psychological, and 
social spheres. 

3. Medical problems that are potentially life threatening can mani- 
fest themselves as psychiatric preblems requiring prompt diagnosis, 
treatment, and management. 

4. The treatment of mentally ill patients frequently requires medical 
managemenc that includes the prescription of medication or other 
somatic therapies, which often recuire physical and physiological pre- 
paratory workups and continued monitering for side effects and tox- 
icity. 

5. Physicians in the medical specialty of psychiatry have the medical 
training and skills needed to evaluate physical problems and the rela- 
tionship of physical problems to psychological and social phenomena. 

6. The pkysician is usually held legally responsible for the medi- 
cal/psychiatric care provided in his or her service delivery system and 
should have authority appropriate to that responsibility. 

It is clear, therefore, that to ensure quality care for patients with 
severe mental illness, a CMHC must provide appropriate medical/psy- 
chiatric services > for patients. To further this goal, APA recommends 
that ultimate responsibility for tae clinical care of patients in such 
facilities be placed in a medical director who is fully trained and quali- 
fied to provide appropriate supervisory oversight with respect to di- 
agnosis, treatment planning, and clinical services for all patients. 


MODEL JOB DESCRIPTIONS 
Medical Director 


Unless the chief executive officer (CEO) is properly trained and 
qualified to serve this purpose, the medical director has the ultimate 
authority and responsibility for the medical/psychiatric services of the 
center. Specifically, this includes responsibility for the following. 

1. Assuring that all center patients receive appropziate evaluation, 
diagnosis, treatment, medical screening,® and medical/psychiatric 
evaluation whenever indicated. 

2. Assuring that clinical staff receive appropriate clinical supervi- 
sion. 

3. Overseeing the work of all physicians, including residents as- 
signed for training. 

4. Assuring appropriate implementatzon of clinical staff develop- 
ment and staff training activities. 

5. Assuring, through a multidisciplinary process, the appropriate 
privileging and regular performance review of all clinical staff. 

6. Providing direct psychiatric services. 


* A mentally ill patient is an individual who has onz or more of the 
mental disorders described in APA’s Diagnostic and Statistical Man- 
ual of Mental Disorders (Third Edition - Revised) (DSM-UI-R) and 
who is in active treatment. 

5**Medical/psychiatric services” is used broadly to indicate the clini- 
cal care provided to persons with mental disorders either by psychia- 
trists or under their direct supervision. 

6 Medical screening is the determination upon intake of the need for 
physical examination and/or labcratory studies. The development of 
the center’s medical screening prozess is the responsibility of the medi- 
cal director. The medical screening may well indicate the need for 
further diagnostic studies and/or specialty consultation. 
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7. Advising the CEO regarding the development and review of the 
center’s programs, positions, and budgets that affect clinical services. 

8. Assisting the CEO by participating in a clearly defined and regu- 
lar relationship with the bozrd of directors.’ 

9. In cooperation with the CEO, participating in regular and direct 
communications with the office of the state mental health program 
director, when appropriate, regarding psychiatric issues. 

10. Providing liaison for rhe CMHC with community physicians, 
hospital staff, and other professionals and agencies with regard to 
psychiatric services. 

11. Developing and maintaining, whenever possible, all educa- 
tional programs in concert with various medical schools and educa- 
tional programs. 

12. Assuring the quality cf treatment and related services provided 
by the center’s professional staff, through participation (directly or by 
designee) in the center’s ongoing quality assurance and audit proc- 
esses. 

The medical director, by licensure, training, and prior clinical/ad- 
ministrative experience, shculd be qualified to carry out these func- 
tions. The medical director should be employed full time, and at least 
half of his or her time should be allocated to direct clinical care and 
clinical oversight. 


Staff Psychiatrist (Full- or Part-Time) 


The staff psychiatrist has authority and responsibility for psychiat- 
ric services of the center assigned to him or her by the medical director 
or, when appropriate, by the CEO. Specifically, this includes respon- 
sibility for the following. 

1. Providing direct psychiatric services through comprehensive 
evaluation, diagnosis, treatment planning, and treatment for patients 
assigned to him or her. 

2. Assuring that clinicians in services assigned to him or her receive 
appropriate clinica] supervision. 

3. Participating in administrative duties as assigned, which could 
include, for example, being a member of or chairing the quality as- 
surance and/oz utilization review committees. 


GUIDELINES FOR EVALUATION AND TREATMENT OF 
PATIENTS 


1. Each newly evaluated patient should be medically screened, and 
the patient’s history should be reviewed to assure that the full range 
of medical considerations is taken into account in determining the 
diagnosis and appropriate treatment. 

2. A psychiatrist may prescribe or adjust psychotropic medication 
only after his or her direct evaluation of the patient (except when the 
psychiatrist is covering for an absent colleague whose patient requires 
a minimal refill on an existing prescription). 

3. Each patient with a stable medication regimen should be evalu- 
ated directly by a psychiatrist at least every 3 months. 

4, The frequency, process, content, and duration of any psychiatric 
evaluation/intervention should be based on patient need and not on 
administrative or fiscal considerations. 

5. Utilization review of all patients in continuing care should in- 
clude appropriate medical/rpsychiatric participation. 


GUIDELINES FOR PRACTICE IN EMERGENCY SERVICES 


1. Clinical responsibility and authority for the emergency service 
should ultimately rest with the medical director, who should assure 
that these services are provided by fully trained and qualified pezsonnel. 

2. A psychiatrist should always be available by telephone and, as 
appropriate, for face-to-face evaluation of patients in the emergency 
service. 


7? Center CEOs are encouraged to have their medical directors regu- 
larly attend board of directors meetings. Hospizals do so with their 
presidents and medical chiefs of staff. CEOs thus assure that their 
boards are afforded clinical,'medical input, thus maximizing program 
quality and minimizing liability risk. 


966 


3. The cases of all patients who come to the CMHC emergency 
service should be reviewed by a psychiatrist (through oral report or 
written record) by the next working day to assure that all patients 
receive appropriate medical screening. 

4. If a patient seen in the emergency service is hospitalized, the 
center’s emergency service should provide appropriate clinical infor- 
mation to the staff of the admitting hospital. 


THE PSYCHIATRIST’S RESPONSIBILITIES IN A 
MULTIDISCIPLINARY TEAM 


In fulfilling the medical responsibilities in a mental health center, a 
psychiatrist’s work with other clinicians serves the following impor- 
tant functions. 

1. To assure that the medical/psychiatric services provided meet the 
prevailing professional standards. 

2. To help develop and review clinical treatment plans. 

3. To provide regular opportunities for collaboration by psychia- 
trists and other professional staff concerning patients they are treating 
in common. 

4. To inform and educate other clinical staff in salient aspects of 
patient health, the relationship of psychosocial and physiological 
problems, and the appropriate use of psychotropic medications, their 
side effects, toxicity, etc. 

5. To provide support for clinical staff by sharing responsibilities, 
experiences, and skills in dealing with severely disturbed patients. 

All clinical staff should, therefore, have regularly scheduled time to 
discuss issues related to appropriate patient care. 


GUIDELINES REGARDING PSYCHIATRISTS’ SIGNATURES 


1. A psychiatrist’s signature on any report or reimbursement form 
indicates that he or she has accepted medical responsibility for the 
patient. Such reports or forms should clarify whether the psychiatrist 
served as the direct provider, supervisor, consultant, or reviewer with 
respect to the care and treatment in question.® 

2. A psychiatrist should sign insurance or other reimbursement 
forms, in compliance with general requirements, only for patients 
whom he or she has directly evaluated or fully reviewed with the treat- 
ing clinician. 


GUIDELINES FOR PSYCHIATRIC STAFFING 


1. Psychiatric staffing should be adequate to carry out the psychi- 
atric functions defined in this document. 

2. The guidelines for CMHC psychiatric staffing should meet the 
prevailing medical standards and any state standards for each of the 
different treatment settings in the CMHC network (e.g., inpatient, out- 
patient, emergency/crisis, partial hospitalization, residential services). 
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8 As stated in APA’s “Guidelines for Psychiatrists in Consultative, 
Supervisory, or Collaborative Relationships With Nonmedical Thera- 
pists” (1), “In a supervisory relationship [with a nonmedical therapist 
who provides services to the patient] the psychiatrist retains direct 
responsibility for patient care and gives professional direction and 
active guidance to the therapist. In this relationship the nonmedical 
therapist may be an employee of an organized health-care setting or 
of the psychiatrist. The psychiatrist is clinically responsible for the 
initial workup, diagnosis, and prescription of a treatment plan, as well 
as for assuring that adequate and timely attention is paid to the pa- 
tient’s physical status and that such information is integrated into the 
overall evaluation, diagnosis, and planning. The psychiatrist remains 
ethically and medically responsible for the patient’s care as long as the 
treatment continues under his or her supervision." 
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A Current View of the Interface 
Between Borderline Personality Disorder and Depression 


John G. Gunderson, M.D., and Katharine A. Phillips, M.D. 


The recent and dramatic expansion in studies about borderline and depressive disorders is 
reviewed with respect to the implications about their interface. Revisiting this subject 6 years 
after an earlier review reveals that intervening research has altered the conclusions that should 
be drawn. Growing evidence from family history, comorbidity, phenomenology, psychophar- 
macology, biological markers, and a new domain, pathogenesis, indicates that a surprisingly 
weak and nonspecific relationship exists between these disorders. Implications are drawn with 
respect to classification, therapeutics, and defining the borderline construct. 


(Am J Psychiatry 1991; 148:967-975) 


ithough empirical evidence has helped to clarify the 

relationship between borderline personality disor- 
der and depression (1), the interface between these 
disorders remains incompletely defined. The interface 
retains its interest for clinicians because patient treat- 
ment is often influenced by how this boundary is 
viewed. 

This paper begins where a 1985 review on the inter- 
face between borderline personality disorder and af- 
fective disorder left off (1). At that time, four explana- 
tory hypotheses on the relationship between these two 
disorders were identified (table 1): I: depression is pri- 
mary and can produce signs and symptoms of border- 
line personality disorder, I: borderline personality 
disorder is primary and can produce signs and symp- 
toms of affective disorder, III: they are unrelated, and 
IV: they are related but in a nonspecific fashion. The 
evidence available at that time generally favored hy- 
pothesis IV, i.e., that both disorders share mixed non- 
specific etiologies. Since then, neither the relatively 
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modest additions to the psychodynamic literature nor 
the significant new studies on course of illness (2, 3) 
have altered that review’s conclusion. In contrast, as 
shown in table 2, more recent evidence on comorbid- 
ity, phenomenology, family history, pharmacother- 
apy, biological factors, and a new domain, pathogene- 
sis, leads to new conclusions about this interface. That 
is the subject of this review. 


COMORBIDITY ISSUES 


In 1985, the recurrent finding that patients with bor- 
derline personality disorder have a high prevalence of 
depression was seen as evidence that these two disorders 
are closely linked (table 1). Yet such comorbidity studies 
are hard to evaluate because four of the criteria by 
which borderline personality is diagnosed in DSM-III 
and DSM-III-R are related to the affective domain, i.e., 
affective instability, chronic emptiness and boredom, 
intense anger, and recurrent suicide overtures. Hence, 
the finding of comorbidizy may be circular, reflecting 
definitional artifact based on these shared criteria. 

The subsequent finding that other axis II disorders 
(whose definitions include less depressive symptoms) 
have equal or higher frequencies of concurrent or life- 
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TABLE 1. Evaluation of Four Hypotheses About the Interface Between Borderline Personality Disorder and Depression in 1985 





Family Drug 
Hypothesis Comorbidity Phenomenology Prevalence Response 
Depression is primary (it Supports Refutes Refutes Strongly 
can produce signs and refutes 
symptoms of borderline 
personality disorder) 
Borderline personality dis- Supports Supports Refutes Supports 
order is primary (it can 
produce signs and symp- 
toms of depression) 
Depression and borderline Strongly Refutes Strongly Refutes 
personality disorder are refutes supports 
unrelated 
Both disorders have over- Supports Strongly Strongly Strongly 
lapping, nonspecific supports supports supports 


Biological 


Factors 


Supports 


Mixed 


Supports 


Supports 


Psychodynamic 
Course Factors 
Strongly Mixed. 
refutes 
Refutes Supports 
Supports Refutes 
Supports Mixed 


sources 


TABLE 2. Evaluation of Four Hypotheses About the Interface Between Borderline Personality Disorder and Depression in 1990 


Hypothesis Comorbidity 


Depression is primary (it can Refutes* Refutes 
produce signs and symp- 
toms of borderline personal- 
ity disorder) 

Borderline persanality disorder 
is primary (it can produce 
signs and symptoms of de- 
pression) 

Depression and borderline 

_ personality disorder are un- 
related 

Both disorders have overlap- 


ping, nonspecific sources 


Refutes* Supports 


Supports’ Supports“ 


Supports Strongly 


“These evaluations changed from 1985 to 1990. 


time depression (4-7) supports the conclusion that the 
comorbidity between these two disorders is nonspe- 
cific—or, at most, incidental to the overlap of the defi- 
nitions of borderline personality disorder and affective 
disorder. Zanarini et al. (6) found a high frequency 
(80% lifetime history) of major depression in their pa- 
tients with both dysthymia and borderline personality 
disorder but then showed that this association may be 
nonspecific, since the lifetime rate of major depression 
in patients with other types of personality disorder 
was equally associated with the presence of dys- 
thymia. 

Research using depressed samples as probands has 
shown that other axis II personality disorders are as 
likely as or more likely than borderline personality dis- 
order to be associated with depression (8, 9). Shea et al. 
(8) found that borderline personality disorder was rela- 
tively infrequent (2% to 8%) in a sample of depressed 
outpatients, whereas other axis II disorders (notably ob- 
sessive-compulsive, avoidant, and dependent personal- 
ity disorders) were muca more common. 

These reports weaken support for hypotheses I and 
Il, and although still consistent with hypothesis IV, they 
give surprisingly strong support to hypothesis MI, i.e., 
that depressive disorder and borderline personality dis- 
order are unrelated (table 2). 


968 


Phenomenology 


supports 


Family Drug Biological 

Prevalence Response ‘ Factors Pathogenesis 

Strongly Strongly Strongly Mixed? 
refutes’ refutes ; refutes” 

Strongly Strongly Refutes” Mixed° 
refutes? supports? 

Strongly Supports? Strongly Supports’ 
supports , supports? 

Supports? Supports? Mixed? Mixed? 

PHENOMENOLOGY 


An important issue noted in 1985 (table 1) is whether 
and how the depressive experiences of borderline pa- 
tients differ from those of nonborderline patients. This 
issue is complicated by the likelihood that classic major 
depression is a heterogeneous, rather than a homogene- 
ous, concept; similarly, as will be noted later in this re- 
view, the depressive experiences of borderline patients 
are also likely to be heterogeneous in nature. Despite 
these limitations, considerable research has been done 
in this area and has delineated,’ with some consistency, 
differences in the quality of depression in borderline and 
nonborderline patients. 

Westen et al. (unpublished data) have recently shown 
that borderline patients frequently experience chronic 
emptiness, which is uncommon in nonborderline de- 
pressed patients (figure 1). It has been postulated that 
emptiness reflects a residual effect of a basic failure of 
early attachment (10) or a residual effect.of unexpressed 
rage (11). Emptiness is the borderline feature least likely 
to resolve when behavioral markers (e.g., self-mutila- 
tion or substance abuse) of this disorder do (12; Perry, 
unpublished data), and its absence in patients who meet 
criteria for borderline personality disorder predicts a 
course more similar to that of affective disorder (2). 

As first noted by Grinker et al. (13), the depression of 
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FIGURE 1. Shared and Unshared Characteristics of Unipolar Depression and Borderline Personality Disorder 
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borderline patients is also distinguished from that of 
nonborderline depressed patients by chronic feelings of 
loneliness (Westen et al., unpublished data). This lone- 
liness, in turn, reflects the basically interpersonal source 
of borderline patients’ depression and is associated with 
a long-standing and deeply felt sense of alienation and 
unfulfilled yearnings for close attachments. In contrast, 
nonborderline depressed patients are more likely to 
withdraw from others, and although they may welcome 
supportive attachments, they rarely report long-stand- 
ing loneliness. 

From another perspective, Perry and Cooper (5) dis- 
tinguish borderline patients’ action and splitting de- 
fenses from the narcissistic defenses used by patients 
with affective disorders. This is in line with a third dis- 
tinction identified by the 1985 paper’s psychoanalytic 
sources, namely, that borderline patients, unlike most 
depressed patients, typically have a long-standing sense 
of rage that, when consciously experienced, is harshly 
turned upon themselves in a way that often begets self- 
destructive impulses and acts. This is distinct from the 
ongoing erosion of confidence and self-esteem typical 
of nonborderline depressed patients, who tend to be 
burdened by an overly self-critical nature and are often 
“egged on” by perfectionistic goals to which they aspire 
and always fall short. 

These distinctive features of the depressive experi- 
ences of borderline patients can be linked to efforts to 
identify psychological subtypes among depressed pa- 
tients. Several investigators (14-16) have independently 


Am J Psychiatry 148:8, August 1991 


loss, separation 


Illusory self-sufficiency 
(with history of dependency) 


divided the psychological features of depressed patients 
into two subtypes: the dependent subtype, in which pa- 
tients are lonely, rejected, yearning, and self-destructive, 
and the self-critical (or autonomous) subtype, in which 
patients are agitated, defeated, and withd-awn. Clearly, 
borderline patients would have the former, i.e., depend- 
ent, type of depression and would be expected to have 
depressive reactions in response to interpersonal loss or 
rejection. Of note, Frank et al. (17) concluded that it is 
such “interpersonally based” dependenz types of de- 
pressed patients who are less responsive to medications; 
this is consistent with results of studies of pharmaco- 
therapy for borderline personality disorder, as noted 
later in this review. Accordingly, Frank et al. suggest 
that the amounts of biological versus personality distur- 
bance in depressed patients are inversely correlated. 
Deserving mention is hysteroid dysphoria, an atypical 
form of depression that overlaps considerably with bor- 
derline personality disorder (18). One of its hallmarks— 
depressive reactions in response to interpersonal rejec- 
tion—is also a feature of the previously mentioned 
borderline personality disorder-like dependent subtype 
of depression. Soloff (19) has demonstrated that hyster- 
oid dysphoria is the predominant affective pattern in a 
sample of borderline patients, who, nonetheless, may 
also experience this pattezn in combination with major 
depressive episodes. Both patients with hysteroid 
dysphoria and borderline personality disorder (see dis- 
cussion later in this review) may respond preferentially 
to monoamine oxidase inhibitors (MAOIs) (18, 20). 
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Thus, although hysteroid dysphoria has questionable 
syndromal validity (21), it may help to capture the dis- 
tinctive aspects of the depressive experience of border- 
line patients. This evidence highlights the importance of 
assessing and differentiating hysteroid dysphoric and 
classic depressive symptoms in future research on bor- 
derline personality disorder and depression. 

Although the kind of clinical observations identified 
in figure 1 are generally not considered to constitute 
scientific evidence, as noted, those on borderline emp- 
tiness and loneliness have now been empirically sub- 
stantiated. This is congruent with other empirical evi- 
dence demonstrating that the depressive experiences of 
patients with and without borderline personality disor- 
der are often distinct. As illustrated in table 2, these 
findings add support to hypotheses II and M. Worth 
mentioning here is an additional hypothesis that avoids 
etiologic speculation and instead proposes that a per- 
sonality type, such as borderline personality disorder, 
can modify the symptomatic expression of depression 
or affect more generally. As such, it could be speculated 
that the depressive experience of borderline patients dif- 
fers from that of patients with major depression alone 
because their personality distorts the expression and ex- 
perience of affect. Although this view is consistent with 
the evidence on phenomenology, it is not pursued be- 
cause it is not supported by the other evidence presented 
in this review. 


FAMILY PREVALENCE 


At the time of the 1985 review, all six of the existing 
family history studies had documented a higher-than- 
expected prevalence of affective disorder in the first-de- 
gree relatives of patients with borderline personality dis- 
order. These reports were a cornerstone for theories 
linking borderline personality disorder and affective 
disorder (table 1). However, that interpretation now 
appears to be inaccurate. Both Pope et al. (22) and Zan- 
arini et al. (23) have subdivided their patients with bor- 
derline personality disorder into those with or without 
concurrent affective disorder and have examined the ef- 
fect.on familial aggregation. These analyses reveal that 
the higher frequency of affective disorder in the relatives 
of patients with borderline personality disorder could 
be accounted for by concurrent affective disorder in the 
probands. 

The earlier review of family history studies was also 
handicapped by the absence of similar data from patients 
without borderline personality disorder. If relatives of pa- 
tients with other personality disorders have similarly high 
rates of affective disorder, this would argue for a nonspe- 
cific relationship between borderline personality disorder 
and affective disorder. Such a finding would be consistent 
with the reasonable assumption that the presence of af- 
fectively disturbed relatives may encourage the develop- 
ment of various types of personality disorders and other 
psychopathology in probands, or vice versa, i.e., that the 
presence of a personality disorder in probands may en- 
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courage the development of affective disorders in rela- 
tives. Zanarini et al. (23) found that patients with various 
types of personality disorder who were also dysthymic 
had more relatives with affective disorder than did pa- 
tients with personality disorders who were not dysthymic. 
This was equally true for the borderline sample as for 
those with other personality disorders. The only other 
family history studies that have compared borderline pro- 
bands to patients with another type of personality disor- 
der involve schizotypal probands. Here the findings are 
mixed. In two studies, the relatives of borderline patients 
had no more affective disorder than did the relatives of 
schizotypal patients (24, 25). Baron et al. (26), however, 
found more depression in the relatives of their borderline 
cohort. Interpretation of this finding is complicated by 
Baron et al.’s use of nonclinical samples and the fact that 
only two members of their sample with borderline per- 
sonality disorder met DSM-III criteria; in addition, the 
known familial relationship between schizotypal person- 
ality disorder and schizophrenia may have artifactually 
lowered the prevalence of affective disorder in the rela- 
tives. The facts preclude an interpretation that relates 
borderline personality disorder to affective disorder. In 
sum, these studies of probands without borderline per- 
sonality disorder further undermine the claims of hy- 
potheses J and II. 

Not surprisingly, a series of studies has shown that 
probands with borderline personality disorder have fa- 
milial aggregation of other types of psychopathology 
uncommonly found in relatives of probands with affec- 
tive disorders. Namely, these studies document the far 
greater frequencies of borderline personality disorder, 
substance abuse, and antisocial behavior in relatives of 
probands with borderline personality disorder (23, 24, 
27-29). 

Recently, the first study examining the aggregation of 
all personality disorders in the relatives of depressed 
probands was reported. Coryell and Zimmerman (30) 
report that borderline personality disorder is not unusu- 
ally prevalent in these relatives. When the depression 
was subtyped, nonendogenous depression in probands 
was associated with a higher prevalence of all dramatic- 
cluster personality disorders (not just borderline per- 
sonality disorder) in relatives. Notably, proband bipo- 
larity was associated with the anxious cluster rather 
than borderline personality disorder. Since evidence for 
a biogenetic etiology is stronger for bipolar disorder 
than for other types of affective disorder, this finding 
further refutes theories of a biogenetic linkage between 
borderline personality disorder and affective disorders. 
This is in accord with the findings from family history 
studies that used probands with borderline personality 
disorder and failed to show a relationship between it 
and bipolarity (22-24, 27). The one exception has been 
Akiskal et al. (28), who found a higher frequency of 
bipolar disorder in the relatives of borderline probands. 
Interpretation of this exception is difficult, however, 
given the fact that affective disorders (including bipolar 
variants) were present in 45% of the borderline sample 
but were not controlled for. 
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In sum, these studies show that the higher prevalence 
of affective disorder in relatives of patients with person- 
ality disorder is linked to the presence of affective dis- 
order in the probands and thus, perhaps, not to the pres- 
ence of personality disorder at all. In addition, affective 
disturbance in relatives is as common in other person- 
ality disorders as in borderline personality disorder and 
is certainly not specific to borderline personality disor- 
der. Conversely, borderline personality disorder is not 
unusually prevalent in the relatives of depressed pro- 
bands. The absence in most studies of any relationship 
between borderline personality disorder and cyclothy- 
mic or bipolar disorder underscores the fact that even a 
possible nonspecific linkage between borderline person- 
ality disorder and affective disorder is unlikely to be 
biogenetic in nature. 

In general, the evidence from family history studies 
using standardized diagnostic assessments contradicts 
the theory that affective dysregulation is the core psy- 
chopathology of borderline patients or that biogenetic 
linkage to affective disorders accounts for the depressive 
or labile features of these patients (hypothesis I). Simi- 
larly, these data weaken the evidence for even a nonspe- 
cific linkage between the two disorders (hypothesis IV) 
and are instead most consistent with hypothesis III, i.e., 
the disorders are unrelated (table 2). 


MEDICATION RESPONSE 


Since 1985, pharmacologic research has further 
eroded hypothesis I while offering complicated support 
for the other three hypotheses. The only double-blind, 
placebo-controlled trial of a tricyclic antidepressant 
(amytriptyline, N=90) showed that borderline patients 
had more antidepressant response to this medication 
than they did to placebo (31, 32). Yet the same study 
clearly differentiated their response to adequate dosage 
of tricyclics from that of patients with major depression: 
1) haloperidol had equivalent antidepressant efficacy, 
2) the presence of concurrent major depression did not 
predict response, and 3) many patients paradoxically 
became significantly worse, with an increase in impul- 
sive, assaultive, and suicidal behavior (33). 

Borderline patients appear to respond more favorably 
to MAOIs. Cowdry and Gardner (34, 35), in a placebo- 
controlled crossover study of four medications, found 
that the MAOI tranylcypromine produced the greatest 
improvement in depressive symptoms. However, im- 
provement in depressive symptoms also occurred with 
a phenothiazine and—to a lesser extent—carbamazepine, 
and it was not predicted by a personal or family history 
of classic affective disorder (including major depres- 
sion). The fact that Cowdry and Gardner’s patients with 
borderline personality disorder also met criteria for hys- 
teroid dysphoria may at least partly explain the success 
of MAOIs in this group. These findings, like those of 
Soloff (19), indicate that the affective symptoms of bor- 
derline personality disorder are different from those of 
classic major depression. 
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In the same study, Cowdry and Gardner also found 
that the anticonvulsant carbamazepine, which reduces 
affective dysregulation in bipolar disorder, decreased 
behavioral dyscontrol significantly more than affective 
symptoms and that improvement in these two domains 
was not highly correlated. The authors postulated (35, 
36) that for these and other reasons, carbamazepine’s 
effect on behavioral dyscontrol is indeperdent of its ef- 
fects on mood in borderline personality disorder. They 
similarly stated that although borderline personality 
disorder is sometimes viewed as a subaffective disorder 
(hypothesis I), the “pattern of mood and the promi- 
nence of behavioral dyscontrol suggest a mechanism 
different from that underlying the classica. affective dis- 
orders” (hypothesis MI). 

Two small (N=5 [37], N=12 [38]) open trials recently 
assessed the efficacy of the antidepressant fluoxetine in 
borderline personality disorder. Although the fact that 
fluoxetine improved depressive symptoms would seem 
to give some support to hypothesis I, in beth studies the 
investigators reached other conclusions. The fact that 
fluoxetine’s effectiveness was not enhanced by concur- 
rent major depression and the more impressive im- 
provements seen in the area of impulse control led the 
investigators to conclude chat effects were primarily be- 
havioral, not mood regulatory. As such, these results do 
not inform the competing claims of the hvpotheses. 

The first, albeit preliminary, study of lithium in bor- 
derline personality disorder (39) found no significant 
differences between lithium and placebo oz desipramine 
on depressive symptoms, although lithium showed 
some superiority over placebo on symptoms of impulse 
dyscontrol (39). The authors concluded tat these find- 
ings are congruent with other reports of the relative lack 
of efficacy of tricyclics in borderline personality disor- 
der, and they speculated that lithium’s modest efficacy 
may reflect an effect on impulsivity and aggressivity—as 
has been reported in other nonmood disorders (40). 
These results thus seem to diminish support for hy- 
pothesis I while giving scme support to hypothesis III 
and may, like the fluoxetine and carbamazepine studies, 
implicate the importance of impulse—rather than affec- 
tive—dysregulation in bo-derline personality disorder. 

Overall, response to antidepressant medications tends 
to be less predictable, uniform, and pronounced in bor- 
derline patients than in depressed nonborderline patients 
(41). In addition, the affective symptoms of borderline 
patients may respond as well to antipsychotics as to an- 
tidepressants. These findings further erode tne plausibility 
of hypothesis I and, to a lesser extent, hypotnesis IV. They 
are most consistent with hypotheses II and II. This con- 
clusion does not imply thet antidepressants do not have 
a role in the treatment of borderline persorality disorder, 
but rather that their effect is not likely to bz as specific or 
profound as in uncomplicated depressions. 


STUDIES OF BIOLOGICAL MARKERS 


In the 1985 review, studies of proposed biological 
markers for depression ‘dexamethasone suppression 
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test [DST], thyrotropin-releasing hormone [TRH] stimu- 
lation test, and sleep EEG) did not clearly favor any of 
the four hypotheses. This largely reflected method- 
ological shortcomings—in particular, the high concur- 
rence of borderline personality disorder and major 
depression in study populations. Since then, method- 
ological progress and studies of other markers have al- 
lowed some clarification of the interface between bor- 
derline personality disorder and depression. 

Most recent studies of the DST have demonstrated 
normal results for most borderline patients (42-44); in 
those with an abnormal response, a coexisting major 
depression may have accounted for the nonsuppression. 
Even in this group, rates of nonsuppression tended to 
be lower than the usual rates in patients with major 
depression alone. Similarly, one study found a low rate 
of thyroid-stimulating hormone blunting in borderline 
patients regardless of the presence of depression (43). 
Newer marker studies, which have measured platelet 
MAO levels and in vitro red blood cell lithium ratios in 
borderline patients, have also demonstrated abnormali- 
ties that could be explained by coexisting axis I disor- 
ders (44). In sum, the findings from these marker studies 
do not support the concept that borderline personality 
disorder is an affective variant (hypothesis 1). 

EEG sleep studies indicate that while many borderline 
patients have some of the REM abnormalities charac- 
teristic of major depressive disorder (shortened REM 
latency and higher REM density), these are most pro- 
nounced and consistently found in those patients with 
past or present mood disorder (44-47). In the study of 
Lahmeyer et al. (44), which most systematically and 
thoroughly assessed a wide range of comorbid axis I 
diagnoses, borderline patients with coexisting major de- 
pression had either normal or abnormal REM latency 
and density, but borderline patients without major de- 
pression had clearly normal findings. 

A study by Kutcher et al. (48) sheds new light on the 
interface between borderline personality disorder and 
depression. This group assessed the auditory P300 (P3) 
evoked potential, which is abnormal in schizophrenic 
but not depressed patients. They found that potentials 
of borderline personality disorder patients with and 
without concurrent major depression were significantly 
different from those with major depressive disorder 
alone. In fact, abnormalities in patients with borderline 
personality disorder (even those without coexisting 
schizotypal personality disorder) were similar to those 
in schizophrenic patients. These results may simply in- 
dicate that borderline patients and schizophrenic pa- 
tients share a common auditory information processing 
dysfunction. However, Kutcher et al. went further by 
concluding that their results support a linkage between 
borderline personality disorder and schizophrenia, but 
not between borderline personality disorder and depres- 
sion. 

More recent laboratory investigations of biological 
abnormalities in borderline personality disorder have 
focused on the neurotransmitter serotonin—in particu- 
lar, lower serotonergic function. Lower CSF concentra- 
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tions of the serotonin metabolite 5-hydroxyindoleacetic 
acid (S-HIAA) and a blunted serum prolactin response 
to challenge with fenfluramine (a serotonin releaser and 
uptake inhibitor) have been correlated with histories of 
suicide attempts and impulsive aggression (49, 50). In 
particular, prolactin response has been found to be 
lower in patients with borderline personality disorder 
than in patients with nonborderline personality disor- 
ders or major depression or in healthy control subjects 
and was associated with the borderline patients’ greater 
impulsive/aggressive, rather than depressive, symptoms 
(50). Because these results, together with the studies on 
fluoxetine and lithium noted earlier, suggest the impor- 
tance of impulse dysregulation, as opposed to affective 
dysregulation, in borderline personality disorder, they 
give some tentative support to hypothesis UI. However, 
serotonin dysregulation is not likely to be specific to 
borderline personality disorder, since a low CSF S- 
HIAA and a blunted prolactin response to fenfluramine 
have been reported in other psychiatric disorders, in- 
cluding major depression. : 

In a recent and comprehensive review of biological 
marker studies in borderline patients, Lahmeyer et al. 
(47) noted the methodological shortcomings of most of 
these studies. Nonetheless, they believe that the findings 
are sufficiently consistent to conclude that “biologic 
marker studies argue against a close biologic association 
between BPD and depression.” We agree, and, more 
specifically, we conclude that these results disconfirm 
the concept that borderline personality disorder is a 
form of affective disorder (hypothesis I) and instead give 
their strongest support to hypothesis III (table 2). 


PATHOGENESIS 


Because at the time of the 1985 review only one study 
had compared the environmental background of de- 
pressed and borderline patients, this area was not con- 
sidered sufficiently researched to be included. That 
study (51) found that pathological sensitivity to separa- 
tion experiences was twice as common among de- 
pressed borderline patients as among patients with 
major depression. It also found that the borderline per- 
sonality disorder cohort’s significantly higher rate of 
early parental loss (before age 6) was due largely to the 
father’s absence because of divorce or death. The fathers 
who remained tended to be underinvolved with their 
children. Subsequently, Akiskal et al. (28) found that 
borderline patients were significantly more likely than 
control subjects with affective disorders to have a his- 
tory of childhood object loss as well as parental assor- 
tative mating (i.e., both parents had psychiatric illness), 
the latter apparently leading to a troubled home envi- 
ronment with subsequent frequent separations, foster 
care, or adoption. Links et al. (52) also found that al- 
though borderline patients and patients with affective 
disorders share high rates of early parental loss or sepa- 
ration, borderline patients are more likely to experience 
these losses in the context of an inadequate other parent, 


Am J Psychiatry 148:8, August 1991 


i.e., biparental psychopathology. Patients with affective 
disorders are less likely to experience early loss or sepa- 
ration in the context of inadequate alternative sources 
of support or more generally inadequate parenting. 

Ogata et al. (53) have also compared the family back- 
grounds of borderline and depressed samples. Although 
both disorders arise in families that do little to promote 
independence, in other ways the family backgrounds 
sharply differ. Families of borderline patients are far less 
organized, have more hostile conflict, and are less cohe- 
sive than families of depressed patients. Thus, in several 
major respects, the family background of depressed pa- 
tients is far less pathological. 

Recent investigators (54—57) have documented a 
much higher frequency of sexual and physical abuse in 
the family backgrounds of patients who become border- 
line than in patients who develop depression. This find- 
ing, combined with the findings of more antisocial be- 
havior and substance abuse in the family pedigrees of 
borderline patients noted earlier, has seeded a new the- 
ory that places the core psychopathology of borderline 
personality disorder in the sphere of impulse dyscontrol 
rather than affective dysregulation. 

The growing evidence on pathogenesis suggests some 
similarities between borderline personality disorder and 
depression but, more significantly, highlights some im- 
portant differences. The evidence supports theories of 
heavy environmental loading in the causation of bor- 
derline personality disorder and, in contrast, of rela- 
tively heavier constitutional loading in the origin of 
usual depressive disorder. Although this evidence is con- 
sistent with hypotheses I, II, and IV, as shown in table 
2, this new evidence also weakens the claims of all three 
because it suggests some specificity to the different ori- 
gins of these syndromes. The evidence for different and 
specific developmental pathways lends support primar- 
ily to hypothesis III. 


SUMMARY AND CONCLUSIONS 


It can now be clearly stated that hypothesis I (i.e., that 
affective dysregulation is the primary problem for pa- 
tients with the borderline syndrome) is not viable. It is 
still unclear whether, as suggested by hypothesis II, bor- 
derline personality can produce the diagnosable affec- 
tive disorders that commonly co-occur in these patients. 
Even if it can, this relationship is nonspecific, i.e., al- 
though borderline patients often meet criteria for axis I 
depressive or dysthymic disorders, so do patients with 
other personality disorders. 

Ironically, although on the basis of his study of bor- 
derline patients Akiskal has been an advocate for hy- 
pothesis I (45), his work on dysthymic patients (58) 
seems to give some support to hypothesis II. In that 
work, on the basis of multiple external validators, 
Akiskal empirically subdivided patients with chronic, 
early-onset “characterologic” depressions into affective 
and nonaffective subtypes (58). Patients in the affective 
subtype, which he believes is related primarily to bipolar 
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disorder, are characterized by a family history of affec- 
tive illness, unremarkable developmental history, re- 
sponsiveness to antidepressants and lithium, shortened 
REM latency, and Schneiderian depressive personality 
traits. This subtype may correspond to the concept of 
the depressive personality (59). In contrast, Akiskal’s 
nonaffective subtype of characterologic depression 
(“character-spectrum disorder”) clearly differs from af- 
fective disorder on these measures and echoes the bor- 
derline personality disorder characteristics mentioned 
in this review: family history of sociopathy and alcohol- 
ism but not affective disorder, childhood loss and sepa- 
ration, lack of response to antidepressants and lithium, 
normal REM latency, substance abuse, and “unstable” 
character traits (notably including borderline features). 
Akiskal’s conclusion that this group may develop 
dysphorias secondary to the underlying nonaffective 
character pathology is more in keeping with hypothesis 
H than hypothesis I. His advocacy of hypothesis I de- 
rives from his study of a borderline sample that had 
more primary affective disorder (largely bipolar II dis- 
order, cyclothymia, and dysthymia) than character 
spectrum disorder (28). However, that conclusion must 
be considered with caution, given the uncertain stand- 
ards for diagnosing “subaffective” disorders and the 
finding by others, noted earlier, that other personality 
disorders have as much or more comorbidity with af- 
fective disorder. 

Current evidence, as reviewed in this paper, seems to 
best support hypothesis III, i.e., that the two disorders 
coexist but are otherwise unrelated. This is suggested 
by the qualitatively different (e.g., more empty and 
lonely) nature of the borderline patient’s depression, 
which appears to be more developmentally and inter- 
personally based. It is also strongly supported by the 
family history data, which upon closer and more refined 
examination reveal distinct patterns of familial trans- 
mission. Borderline depressions are also less apt to re- 
spond to antidepressant pkarmacotherapies, suggesting 
a different neurophysiologic substrate. It follows from 
these differences in phenomenology, pathcgenesis, fam- 
ily history, and therapeutic responsiveness, as well as 
from the biological marker data, that our diagnostic sys- 
tem should distinguish between the dysphorias com- 
monly found in borderline patients and prototypic axis 
I depressions. 

This review has touched on evidence that suggests 
what borderline personality disorder’s primary neuro- 
physiologic substrate may consist of. The possible effi- 
cacy of serotonergic medications and an abnormal re- 
sponse to fenfluramine challenge suggest that central 
serotonin function may be low in borderline patients. 
Furthermore, the finding that low serotonin function is 
associated with impulsive aggressive behavior—in par- 
ticular, irritability and assaultiveness—in borderline 
personality disorder combines with the familial linkage 
of borderline personality disorder to other impulse/ac- 
tion disorders to raise the question of whether impulse 
dysregulation, as opposed to affective dysregulation, is 
primary in this disorder. 
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BORDERLINE PERSONALITY DISORDER AND DEPRESSION 


Although the bulk of the data best supports hypothe- 
sis III, it does not rule out hypothesis IV—i.e., the pos- 
sibility that the factors leading to depressive disorders 
and borderline personality interact and overlap in com- 
plex ways. Both disorders are more likely to occur in 
families that have affectively disturbed members and 
that discourage independence; this, along with earlier 
findings on the psychodynamics and course of border- 
line personality disorder, retains support for hypothesis 
IV. Moreover, hypothesis HI has some conceptual and 
practical hazards. The conceptual hazard is that the eti- 
ology of both disorders is probably best understood in 
terms of a polygenic multifactorial model (see Gunder- 
son and Zanarini [60] for borderline personality disor- 
der and Whybrow et al. [61] for depression), which 
raises the possibility of some shared etiologic sources. 
If so, this might promote an incomplete separation— 
ie. a “fuzzy border”—between them. Certainly we, 
like Akiskal, feel strongly committed to the concept of 
a spectrum of depressive disorders—from the more dis- 
crete episodic disorders on axis I to the enduring char- 
acter types properly icentified alongside axis II disor- 
ders. The practical hazard of hypothesis MI is that 
patients with the borderline syndrome sometimes re- 
spond partially and occasionally respond dramatically 
to antidepressants, suggesting that clinicians should not 
rule out use of this treatment. 

It is worth noting the problems that surround the de- 
velopment of diagnostic criteria that are not anchored 
by multiple external validators. Earlier investigators 
who concluded from comorbidity and family history 
data alone that the borderline patient’s core psychopa- 
thology derives from a basic affective dysregulation, as 
suggested by hypothesis I (45, 62, 63), might feel that 
criteria for borderline personality disorder should re- 
flect the centrality of affect as, in fact, four of the DSM- 
ITI-R criteria do. This contrasts with other conceptuali- 
zations of the disorder’s core psychopathology, which 
would most heavily weigh problems of impulse dysregu- 
lation (34, 50, 64), interpersonal relations (65, 66), and 
neurologic deficits (67). Any of these conceptualizations 
of borderline personality disorder would be more con- 
sistent with hypothesis M and would shift interface 
questions—and the diagnostic criteria set-—away from 
depression and toward other disorders. These questions 
have been considered by the DSM-IV axis II work group 
and have given rise to proposed modifications (68). One 
proposed modification has been to alter criterion 3 from 
affective instability to effective reactivity—thereby link- 
ing it to interpersonal crises and diminishing the sugges- 
tion of autonomous mood shifts. A second modification 
drops boredom and highlights emptiness, reflecting 
their discriminatory effectiveness. The most basic modi- 
fication proposed is in the essential feature, which now 
includes impulse dysregulation alongside unstable af- 
fect, self-image, and relationships. This review raises the 
question as to whether, even with these changes, affec- 
tive dysregulation is not still misleadingly overrepre- 
sented. 

The clinical implications of this review are several. 
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First, clinicians should not expect all patients with de- 
pressive problems to have an affective illness. Second, 
the interface between depression and personality disor- 
ders can best be evaluated by a longitudinal history of 
personality traits and their association with depressed 
states. And, finally, for most depressed borderline pa- 
tients, long-term multimodal strategies remain central 
to therapeutic planning. 
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Magnetic Resonance Spectroscopy in Psychiatry: 
Potential, Pitfalls, and Promise 


M.S. Keshavan, M.D., Shitij Kapur, M.D., and Jay W. Pettegrew, M.D. 


Magnetic resonance spectroscopy (MRS) is a novel noninvasive approach to measuring 
important metabolites in living tissue. Its application to psychiatry is just beginning. In vivo 
MRS with 31P provides important information on brain phospholipid metabolism and energy 
production. In vivo 13C and 1H MRS can reveal information about carbohydrate, protein, 
and amino acid metabolism. In vivo 7Li and 19F MRS can be used to study the pharmacology 
of lithium and fluorinated psychopbarmacological agents. MRS with 23Na can yield informa- 
tion about electrolyte balance. The limitations of in vivo MRS include poor sensitivity, poor 
resolution, and the fact that only highly mobile atomic nuclei can be detected. Future clinical 
application of MRS will benefit from improvements in the technology of localization, use of 
spectroscopy contrast agents, stronger magnets, and the merging of MRS and imaging tech- 


nology. 
(Am J Psychiatry 1991; 148:976-98 5) 


n his presidential address to the Royal Society in 

1885, T.H. Huxley said, “What an enormous evolu- 
tion would be made in biology, if physics or chemistry 
could supply the physiologist with a means of making 
out the molecular struczure of living tissues comparable 
to that which the spectroscope affords to the inquirer 
into the nature of the heavenly bodies” (cited by Radda 
[1]). Magnetic resonance spectroscopy (MRS), the topic 
of this review, has raised hopes that this prediction will 
soon be realized. 

The last two decades have witnessed an exponential 
increase in the application of brain imaging techniques, 
such as computerized tomography (CT) and magnetic 
resonance imaging (MRI), in psychiatric research. Em- 
phasis has, however, recently shifted from anatomical 

o “physiological” techniques, such as MRS, a nonin- 
vasive in vivo approach to measuring important meta- 
bolites in living tissues. We describe the history of MRS, 
its basic physical principles, the available techniques, 
the chemical insights made available, and potential ap- 
plications to psychiatry. Physics-related details and 
work related to organs other than the brain are well 
reviewed elsewhere (2-8). 


Received June 7, 1990; revision received Jan. 17, 1991; accepted 


Feb. 11, 1991. From the Department of Psychiatry, University of Pitts- 
burgh School of Medicine, and Western Psychiatric Institute and 
Clinic. Address reprint requests to Dr. Keshavan — O 
Institute and Clinic, 3811 O'Hara St., Pittsburgh, PA 15213. 
Supported in part by Scottish Rite Schizophrenia Foundation grant 
5-37100 to Dr. Keshavan. 
Copyright © 1991 American Psychiatric Association. 


976 


HISTORY 


In 1946 Purcell et al. (9), using a discarded generator 
from the Boston elevated railway, first demonstrated 
“nuclear magnetic resonance” (NMR) and discovered 
that the magnetic dipoles of molecules in matter reso- 
nate in response to an externally applied field. At the 
same time Bloch et al. (10), using an electromagnet bor- 
rowed from a physics lecture theater at Stanford Uni- 
versity, observed the same phenomenon. Bloch et al. 
noted that nuclei resonating to an external magnetic 
field induce an electromotive force in a surrounding re- 
cording coil. The importance of this discovery was rec- 
ognized by the award of the Nobel Prize for physics to 
Bloch and Purcell in 1952 (11). 

The lineage of the first biological applications can be 
traced to the curiosity of the originators of NMR. Bloch 
inserted his finger into the radio frequency (RF) coil of 
his spectrometer and obtained a strong NMR signal. In 
1948 Purcell inserted his head into the Harvard cyclo- 
tron with an RF coil surrounding his head and recorded 
signals generated by his dental fillings. Further biologi- 
cal applications followed the development of high-field, 
high-resolution magnets and of Fourier transformation 
software. In 1973 Moon and Richards (12) conducted 
31P NMR studies of intact erythrocytes. Simultaneously 
Hoult et al. (13) recorded a 31P NMR spectrum from 
an intact freshly excised muscle from a rat’s leg. After 
superconducting magnets with large bores became 
available, human limbs became objects of study; be- 
cause of limitations on magnet bore size, infants’ heads 
were studied before the technique was used to study 
adult brains (14). 
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FIGURE 1. Alignment of Atomic Nuclei With No External Magnetic Field 
(A), With External Magnetic Field (B), With Additional Radio Frequency 
(RF) Field (C), and After Removal of RF Field (D)? 


B 
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3A) Matter shown here is composed of multiple nuclei. As these nuclei 
are charged and have a net spin (spin shown by dotted arrows), they 
act like tiny magnetic dipoles (represented by solid arrow). At rest 
all dipoles are arranged randomly. B) On application of an externa! 
field, Bp, the magnetic dipoles (solid arrows) arrange themselves 
along the direction of the external field (broken arrows). C) On ap- 
plication of an additional RF field, B4, the dipoles already aligned 
along Bo now start precessing around axis Bg. D) On removal of the 
RF field, the precessing dipole returns to alignment along axis Bp. 
This process, called “relaxation,” is characterized by T4 and T; (see 
text) and induces an electromotive force in the recording coil. 


As compared with MRI, which has rapidly advanced 
(15), MRS seems to have lagged behind, perhaps because 
of more stringent technical requirements. Presently MRS 
is studied 1) in research laboratories using high-resolution 
magnets which do not have the capacity for human in 
vivo studies and 2) in NMR imaging centers, where the 
same basic instrument is used for MRI and MRS. 


PRINCIPLES OF MAGNETIC RESONANCE 


An atom has a positively charged core made of neu- 
trons and protons and a shell of negatively charged elec- 


Am J Psychiatry 148:8, August 1991 


KESHAVAN, KAPUR, AND PETTEGREW 


FIGURE 2. °'P NMR Spectrum cf Dorsolateral Prefrontal Cortex in a 
Healthy Human Volunteer’ 






*PME=phosphomonoester, Pi=inorganic phosphate, FDE=phosphodi- 
ester, PCr=phosphocreatinine. The same element in different chemi- 
cal compounds resonates at slightly different frequencies because of 
the magnetic fields of surrounding atoms; this effect is called the 
“chemical shift” and is described in units of parts per million (PPM) 
in relation to a central radio frequency. 


trons. The core of 1H contains only one proton, and 7Li 
has three protons and four neutrons. Each particle spins 
about an axis, generating a small magnetic field (figure 
1A). Each particle with a charge and a spin can be visu- 
alized as a small bar magnet. However, not every atom 
has a spin, e.g., 1H with one proton has a spin, but in 
4He two protons and two neutrons cancel each other’s 
spin. Only atoms with net spins lend tnemselves to 
NMR, and thus tH, 13C, 19F, 23Na, and 31P have been 
atoms of interest. 

In the absence of an external magnetic field, all atoms 
in matter are randomly aligned, so the total vectorial 
sum of all the magnets is zero. When an external mag- 
netic field, Bo, is imposed, che tiny magnets line up along 
the direction of the magnetic field (figure 1B). In this 
state matter can be considered to be made rp of multiple 
tops, all spinning about the axis of the external field (z 
axis). If another field, B4, generated by an RF coil, is 
now applied, the spinning tops can be “tipped” in the 
x-y axis, thus being elevated to a higher state of energy; 
the nuclei that were initially spinning around the Bọ axis 
will start precessing around that axis in addition, like a 
top spinning about the spike (figure 1C). 

In a given magnetic field, each distinct nuclear species 
resonates at a unique frequency, the Larmor frequency. 
This is derived by the equation Vo=yBo/2x, where 
Vo=resonating frequency (frequency of applied RF 
field), y=gyromagnetic constant, By=externally applied 
static field. By using this equation it is found that in an 
external magnetic field of 2.35 T (1 T=2.35x104 gauss) 
the resonating frequency for 4H is 100.00 MHz and that 
for 31P is 40.48 MHz (16). Thus, in a chemical mixture 
that contains 1H and 3!P, one can selectively apply an 
RF field with a frequency of 100.00 MHz and resonate 
only 1H or apply an RF field with a frequency of 40.48 
MHz and resonate only 31P. The former would be called 
“IH MRS” and the latter “31P MRS.” 
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MAGNETIC RESONANCE SPECTROSCOPY 


FIGURE 3. Diagram of Surface Coil Used for MRS 


-—— Field Gradients 


Transmitter Coil 
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Once the RF field is removed, the resonating nuclei 
return to their original axes (“relaxation”) (figure 1D). 
The change of orientation of these tops in the presence 
of the external magnetic field (By) induces a voltage sig- 
nal in a recording coil around this material. However, 
not all the precessing tops return in synchrony, so the 
signal recorded varies with time as it decays. T4 and T3, 
relaxation times, are measures of the rate of decay of 
this signal. The component of the relaxation to the z 
axis is termed “longitudinal” or “spin-lattice” relaxa- 
tion (T1), and the relaxation in the transverse (x-y) di- 
rection is termed “spin-spin” relaxation (T3). 

The resonance frequency of a nucleus is also affected 
by the magnetic field cf the surrounding atoms; this ef- 
fect is called the “chemical shift” and is described in 
units of parts per million in relation to a central radio 
frequency. Thus, the same element in different chemical 
compounds resonates at slightly different frequencies, 
resulting in distinct MRS peaks. The areas under differ- 
ent peaks can represent the relative quantities of differ- 
ent metabolites. The phosphorus resonances from dis- 
tinct phosphates in ATP can thus be detected separately 
by 31P MRS (figure 2). To detect such minute changes 
in NMR frequency caused by the chemical shift, an ex- 
tremely homogeneous external magnetic field is neces- 
sary. The sharpness of each peak, or line width, is de- 
termined by the homogeneity of the magnetic field; 
increasing the homogeneity (“shimming”) helps in ob- 
taining narrow line widths (7). To get an acceptable sig- 
nal-to-noise ratio, the MR signal has to be averaged 
many times; thus, several minutes are needed to obtain 
a single MR spectrum. The signal-to-noise ratio is also 
affected by the rate at which the RF pulse is repeated 
(TR, or repetition time). When TR is shorter than T4, 
saturation effects occur, resulting in a reduction in sig- 
nal. Technically more detailed descriptions of the prin- 
ciples of NMR are available elsewhere (5-8, 16-18). 


TECHNIQUE OF MRS 


The instrumentation for MRS, like that for MRI, re- 
quires a magnet, an RF transmitter coil, an RF receiver 
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TABLE 1. Isotopes With Nuclei That Can Be Detected by Magnetic 
Resonance Spectroscopy (MRS) 


Intrinsic Natural 
Isotope Sensitivity? Abundance (%)? 

iH 100.00 99,98 
Be 1.59 1.10 
y 83.40 ` 100.00 
BNa 9.24 100.00 
31p 6.64 100.00 
Li 29.00 92.60 


"Relative sensitivity to detection by MRS. 
xtent to which an isotope constitutes the element under natural 
conditions. 


coil, and a computer. However, the following differ- 
ences exist: 1) MRS needs a higher magnetic field ho- 
mogeneity (1.5-2.5 T) to preserve information on the 
chemical shift, 2) a broad range of frequencies need to 
be generated to study nuclei with varying resonance fre- 
quencies, and 3) the source of the signal needs to be 
localized to a volume of interest. The use of a surface 
coil placed near the area of interest is the simplest way 
to acquire signals from a subject. Clinical applications 
of MRS have thus far mostly involved this technique 
(figure 3), A surface coil is commonly made of two con- 
centric coils—a transmitter coil and a receiver coil. The 
region of interest is usually limited in depth to one coil 
radius (19). The main disadvantage of surface coils is 
that volume selection is confined to a region near the 
surface. 

There are several other approaches to localization, 
none of which is unarguably superior. Most involve ex- 
tensions of MRI techniques, i.e., using magnetic gradi- 
ents that make the frequency vary with the distance, 
thus enabling spatial encoding of the MR signal. These 
include chemical-shift imaging (CSI) (18), depth-re- 
solved surface coil spectroscopy (DRESS) (20), and im- 


' age-selected in vivo spectroscopy (ISIS) (21). In CSI, 


one-, two-, or three-dimensional spectral information 
can be obtained by using a series of gradient fields. In 
DRESS, a plane parallel to the face of a surface coil is 
selectively excited, and this excitation provides spectral 
information about a disk-shaped volume. By using ISIS, 
a currently favored technique, the MRS signal can be 
localized to an axial “slab” of brain tissue at the level 
of the cerebral ventricles. 

In addition, image-processing equipment is needed in 
MRS for visualization of the region of interest. Spectral 
display, measurements of peak areas, and calculation of 
chemical shift frequencies are carried out at a spectros- 
copy data processing workstation. 


WHAT MRS TELLS US ABOUT IN VIVO CHEMISTRY 


For an element to be studied by MRS, it should lend 
itself to excitation by magnetic resonance, it should be 
present in a detectable concentration (table 1), and it 


should produce an acceptable signal-to-noise ratio. 
These conditions are met by 31P, 1H, 19F, 13C, 7Li, and 
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FIGURE 4. Major Intermediates in Phospholipid Metabolism? 
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23Na, and by using these isotopes it has been possible 
to study various aspects of metabolism. 


Membrane Phospholipid Metabolism 


Phospholipids are integral constituents of cell mem- 
branes and are involved in the preservation of structure, 
ion conduction, signal transduction, and maintenance 
of concentration gradients, Phosphomonoesters (PMEs) 
are the precursors and phosphodiesters (PDEs) are the 
degradation products of membrane phospholipids (e.g., 
phosphatidylcholine, phosphatidylethanolamine, and 
phosphatidylserine) (figure 4) (22). By using 31P MRS 
to conduct in vivo and in vitro studies of extracts of 
frozen brain tissue, the concentrations of PMEs and 
PDEs and their ratios can be estimated; these measures 
reflect membrane turnover and may differ between 
health and disease states. 


High-Energy Phosphate Metabolism 


All life processes need energy, which is generated by 
metabolism of carbohydrates, lipids, and proteins in the 
Krebs cycle (figure 5). This energy is secured as ATP; 
any excess is stored as phosphocreatinine. ATP is used 
for polymeric biosynthesis, structural repair, ion con- 
duction, muscle contraction, and nerve conduction. En- 
ergy is stored in the long term in the form of glycogen, 
carbohydrates, and long-chain fatty acids. 

With 31P MRS one can glean information about bio- 
energetics by assessing the amounts of the o-, p-, and 
phosphate moieties of ATP, phosphocreatinine, and 
inorganic phosphate. Diseases associated with hypoxia, 
ischemia, anaerobic metabolism, and impaired energy 
utilization perturb the levels of ATP, phosphocre- 
atinine, and inorganic phosphate, In the absence of oxy- 
gen, anaerobic metabolism proceeds (figure 5). Pyru- 
vate, instead of entering the Krebs cycle, generates 
lactate and lowers pH. Lactic acid is “visible” with 1H 
MRS; 31P MRS, by measuring the acid-induced shift in 
the spectrum of inorganic phosphate, can determine the 
pH and, indirectly, the amount of lactate. 


Carbohydrate, Amino Acid, and Lipid Metabolism 


In vivo 13C MRS can be used to measure and identify 
triglycerides, glycogen, and fats. Further definition can 
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be obtained in animals if a diet enriched in nonradioac- 
tive 13C-labeled glucose or 13C-labeled acetate is fed. 
The signal obtained from this dose of 13C can be used 
to study the way in which ingested nutrients are incor- 
porated, stored, and metabolized. 

MRS with 1H, even though most sensitive, is limited 
by the intense background signal from 1H in body 
water, which is 10,000 times as abundant as 1H from 
any other molecule, drowning all other signals. How- 
ever, a computational technique is available to suppress 
the water resonance. 1H MRS of tissue extracts reveals 
identifiable resonances from amino acids, neurotrans- 
mitters, and their derivatives; metabolites related to en- 
ergy production and use, such as glucose, phosphocre- 
atine, creatine, lactate, and acetate; metabolites related 
to phospholipid metabolism, such as phosphocholine 
and phosphoethanolamine; and metabolites related to 
nucleotide metabolism, such as adenine, guanine, 
uracil, and cytosine (23). 


Electrolyte Balance 


Sodium, another element that lends itself to MRS, is 
largely extracellular. Injury, inflammation, edema, and 
tissue death cause a shift of sodium from outside to in- 
side the cell. Using paramagnetic-shift reagents that are 
distributed exclusively outside the cell and shift the 
spectra from the extracellular 23Na signal, one can 
study the ratio of the 23Na inside and outside the cell 
(24). This technique may thus help in earlier identifica- 
tion of disease states affecting electrolyte balance. 


CLINICAL APPLICATIONS 
31P MRS 


31P MRS has been the most widely applied technique 
because 1) 100% of all phosphorus nuclei in the body 
are 31P nuclei, so no labeling is required, 2) the 31P nu- 
cleus provides sharp NMR signals for a variety of im- 
portant phosphorus-containing compounds, and 3) 31P 
MRS analyses compare favorably with classic bio- 
chemical techniques without the need for tissue extrac- 
tion (25). 

An in vitro 31P MRS study of post-mortem brain ex- 
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FIGURE 5. Metabolic and Energy-Releasing Pathways Essential to a Mammalian Cell? 
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tracts from patients wizh Alzheimer’s disease (26) has 
shown that early in the disease PME levels are higher 
than those of nondiseased comparison subjects and that 
later PDE levels are higher than those of comparison 
subjects. PME levels were inversely related and PDE lev- 
els were positively related to the number of senile 
plaques. It was concluded that high PME levels occur 
early in Alzheimer’s disease and that high PDE levels 
occur later, paralleling the appearance of senile plaques. 
In vivo 31P MRS studies of patients with Alzheimer’s 
disease (27) have shown high levels of PME and high 
ratios of PME to PDE in the temporoparietal regions 
and high levels of inorganic phosphate in the frontal and 
temporoparietal regions. Pettegrew et al. (28) carried 
out in vivo 34P MRS studies of six patients with prob- 
able Alzheimer’s disease and six age-matched elderly 
comparison subjects. Scores on the Mattis dementia 
scale were correlated negatively with PDE levels and 
positively with phosphocreatinine levels. The correla- 
tion between phosphocreatinine and Mattis score 
points to either less synthesis or more utilization of 
phosphocreatinine than normal! early in the course of 
the disease. These in vivo 31P MRS findings, if con- 


980 


firmed, could prove valuable in noninvasive monitoring 
of the biochemical substrate of primary degenerative de- 
mentias, 

Brown et al. (27) showed that 10 patients with multi- 
infarct dementia had higher levels of phosphocreatinine 
and higher ratios of phosphocreatinine to inorganic 
phosphate than did patients with Alzheimer’s disease or 
age-matched comparison subjects. This finding may re- 
flect an impairment in energy mechanisms in multi-in- 
farct dementia. The ratios of phosphocreatinine to in- 
organic phosphate accurately classified 100% of the 
patients with multi-infarct dementia and 92% of those 
with Alzheimer’s disease. PME and inorganic phos- 
phate levels also correctly classified all multi-infarct de- 
mentia patients and all but one patient with Alzheimer’s 
disease. Thus, in vivo 34P MRS measurements are po- 
tentially valuable in the differential diagnosis of Alzhe- 
imer’s disease and multi-infarct dementia. Somewhat 
high levels of PDE were detected in deeper tissues, cor- 
responding principally to white matter, in two patients 
with Binswanger’s disease, a disease of small vessels in 
the brain (29). 

Studies using 31P have shown PME levels significantly 


Am ] Psychiatry 148:8, August 1991 


higher than normal and PDE levels somewhat higher 
than normal in post-mortem brain extracts from pa- 
tients with Huntington’s disease (22). However, in vivo 
31P MRS carried out in a few such patients has revealed 
no significant abnormalities (5). The in vivo studies, 
however, did not focus on the same brain areas as the 
in vitro study, and it is known that the neuropathology 
varies from region to region. 

31P MRS studies of newborn infants with congenital 
cerebral atrophy, propionic acidemia, arginosuccinic 
acidemia, and meningitis have revealed low ratios of 
phosphocreatinine to inorganic phosphorus and abnor- 
malities in pH (14). Such abnormalities predicted poor 
outcome and subsequent neurological abnormalities 
(30). 

Minshew et al. (31) recently compared the 31P MRS 
profiles of eight nondemented adult patients with 
Down’s syndrome (age=22-55 years, IQ=15-70) and 
eight age-matched normal-IQ comparison subjects. The 
patients with Down’s syndrome had a significantly 
higher mean phosphocreatinine level and a significantly 
lower -ATP level; the PME and PDE levels were not 
significantly different. 

Seizures are associated with profound abnormalities 
in cerebral metabolism, and 351P MRS provides a method 
for-monitoring such changes in vivo. Schnall et al. (32) 
used triple nuclear MRS in vivo (1H, 3!P, and 23Na) 
during various levels of seizure activity in cats. They 
demonstrated increased lactate levels and decreased 
phosphocreatinine levels during the seizures and an in- 
tracellular shift of the sodium ion pool. Weiner et al. 
(33) have shown an increase in pH and inorganic phos- 
phate in localized seizure foci in a patient with refrac- 
tory complex partial seizures. The causal relationship 
of these MRS findings to epilepsy is unclear. 

There is evidence suggesting that schizophrenia is as- 
sociated with abnormalities in membrane phospholip- 
ids in erythrocytes (34), and this has stimulated studies 
of brain membrane composition with 31P MRS. Such 
studies of the prefrontal lobe have been carried out in 
neuroleptic-naive first-episode schizophrenic patients, 
who were compared with age- and sex-matched com- 
parison subjects (35, 36). The following metabolic dif- 
ferences were observed in the schizophrenic patients: 1) 
lower PME levels, 2) higher PDE levels, 3) higher -ATP 
levels, and 4) lower levels of inorganic phosphate. The 
PME and PDE results suggest less synthesis and more 
breakdown of membrane phospholipids than in the 
comparison subjects. The ATP and inorganic phosphate 
findings suggest hypoactivity of the prefrontal cortex. 
O’Callaghan et al. (37) carried out 31P MRS of the left 
temporal lobe of 12 schizophrenic patients and nine 
normal subjects. No significant differences emerged, ex- 
cept for a higher pH in the schizophrenic patients. How- 
ever, the normal subjects were older than the schizo- 
phrenic patients, and the effects of neuroleptics could 
not be excluded. 

Pettegrew et al. (38) have demonstrated that autistic 
patients have abnormally low levels of phosphocre- 
atinine and of -ATP, suggesting abnormalities in brain 
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high-energy phosphate metabolism. These findings are 
distinct from those for schizophrenia, a condition for 
which autism is frequently mistaken. 

Membrane phospholipid anc high-energy phosphate 
metabolism are influenced considerably by brain devel- 
opment and aging, as demonstrated by high-resolution 
31P MRS of rat brain extracts (22). Phosphocreatinine 
and PDE levels increase and PME levels decrease during 
dendritic proliferation and then remain stable until se- 
nescence. Similar findings have now been demonstrated 
by in vivo 31P MRS in normal human volunteers aged 
8-86 years (Pettegrew et al., unpublished observations). 

In vitro MRS studies can be used to examine ethanol- 
induced membrane perturbation and to measure the 
partitioning of ethanol across the membrane (39), A 1H 
MRS study showed that alcohol administration resulted 
in increased CNS membrane fluidity and water content 
of tissues in rats (40). To our knowledge, there have 
been no in vivo MRS studies of the effects of alcohol on 
the human brain. 

31P MRS could prove valuable in stucying the CNS 
effects of drugs because it is noninvasive and can be 
performed before and after administration of a pharma- 
cological agent. By using 31P MRS, it is possible to de- 
tect accumulation of PMEs after administration of lith- 
ium to cats in therapeutically meaningful doses (41). It 
is an intriguing possibility that such effects could paral- 
lel lithium’s therapeutic effects. MRS studies with 31P 
have shown that calcium antagonists prevent the rapid 
decrease of ATP and phosphocreatinine in rat brains 
during ischemia, indicating a possible protective effect 
(42). 

MRS using 3!P also provides a way to noninvasively 
monitor second-messenger-mediated events in the 
brains of living subjects. It has been used to detect the 
muscarinic-agonist-induced accumulation of PMEs 
(such as inositol phosphate) in cats (43). Longitudinal 
and drug-related monitoring of changes in phospholipid 
metabolism could be of enormous value in the study and 
treatment of neuropsychiatric disorders. 


12E MRS 


19F has an intrinsic sensitivity similar to that of 1H and 
can therefore be used in MRS studies, It is the only natu- 
rally occurring fluorine isctope. Mobile !7F is very scarce 
in the body and is biologically unimportant, so 17F MRS 
has in general been performed on orally or parenterally 
administered biocompatible fluorocompounds. 1?F MRS 
has been successfully used to study blood substitutes (44), 
chemotherapeutic drugs (45), fluorinated anesthetics 
(46), metabolic markers (47), and enzymatic changes in 
animal brains with aging ‘48) and to determine concen- 
trations of fluorinated neuroleptics, such as fluphenazine 
(49). Arndt et al. (50) carried out in vivo 19F MRS of 
fluphenazine in the rat. They were able to spectroscopi- 
cally localize the neuroleptic at the injection site and in 
vivo in the head. In vivo 17F MRS has recently been used 
to detect trifluoperazine and fluoxetine in the brains of 
patients receiving these drugs (51). The ability to spectro- 
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scopically localize the biodistribution of fluorinated 
agents might help in monitoring the kinetics of psy- 
chotropic drug uptake from injection sites. With future 
developments in MRS technology it may be possible to 
méasure concentrations of fluorinated neuroleptics and 
other psychotropic drugs in the human brain. By using 
fluorine-labeled substrates, such as 2-fluoro-2-deoxyglu- 
cose, it has been possible to follow glucose metabolism in 
rats (52). 19F MRS has also been used to measure cerebral 
blood flow (53). 


- 13C MRS 


Of the carbon that is “naturally abundant,” i.e., oc- 
curs naturally in the human body, 98.9% is 12C, which 
is not detectable by MRS. The other 1.1% of naturally 
abundant carbon is 13C, the resonances of which are 
visible in extracts. MRS of rat brain using natural-abun- 
dance 13C demonstrates 13C chemical shifts of brain 
metabolites and provides important information about 
amino acid and neurotransmitter levels (glutamate, y- 
aminobutyric acid) and some information about phos- 
pholipid metabolism and energy production (23). 

Substrates labeled w:th 13C, such as glucose, have 
provided an elegant method to study selected areas of 
metabolism in vivo and in vitro. Behar et al. (54) local- 
ized [13C]glucose signals in rabbit brain and were able 
to follow metabolism serially after intravenous [13C]- 
glucose administration. The advantage of the 13C MRS 
studies is that metabolites of the parent compound are 
simultaneously detected, allowing flux through meta- 
bolic pathways to be analyzed in different physiological 
states and diseases. 


1H MRS 


In vivo application of 1H MRS has been slow. One 
limitation of 1H MRS is that the range of visible chemi- 
cal shifts is much narrower (10 ppm) than that of 31P 
MRS (40 ppm). Thus, detection of individual reso- 
nances is more difficult. The advent of superconducting 
magnets with stronger fields will improve the resolution 
of 1H spectra. 

MRS with 1H has revealed elevation of cerebral lac- 
tate levels during pharmacologically induced seizures in 
rabbits (55) and in a patient with focal epilepsy (56). 1H 
and 31P MRS in patients with hepatic encephalopathy 
(57) have revealed high levels of glutamine and phos- 
phocholine and low levels of choline. By using 1H MRS, 
low levels of N-acetylaspartate (58) and high levels of 
lactate (59) have been found in patients with cere- 
brovascular disease. Significant abnormalities have also 
been observed in patients with multiple sclerosis (60). 
N-Acetylaspartate and phosphocreatinine resonances 
have been reported to be low in patients with men- 
ingiomas (61). Sharma et al. (62) recently obtained 1H 
spectra from the frontal and occipital regions of nine 
psychiatric patients and nine healthy comparison sub- 
jects. The patients, especially those who had bipolar dis- 
orders and had received lithium, had a higher ratio of 
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N-acetylaspartate to phosphocreatinine than did the 
comparison subjects. Further studies are needed to ex- 
plore this interesting observation. 


23Na MRS 


23Na is 100% naturally abundant but has relatively 
low sensitivity, making it a poor choice for MRS. An- 
other limitation of in vivo 23Na spectroscopy is that 
only 40% of the intracellular sodium is visible by MRS 
when the cell membranes are intact (63). Sodium exists 
in the form of the solvated cation and aqueous macro- 
molecular complexes inside and outside the cell, and it 
exhibits very small chemical shifts (24). Use of agents 
that can selectively alter the extracellular 23Na chemical 
shift can allow the resolution of the extra- and intracel- 
lular pools into distinct resonances. The membrane-im- 
permeable shift reagent dysprosium III phosphate, used 
for this purpose in animal and tissue studies, has not 
been used in humans because of toxicity. 

The potential clinical applications of 23Na MRS in- 
clude disorders involving sodium transport or mem- 
brane disruption. Studies using 23Na MRS without shift 
reagents show dramatically high levels of 23Na in pa- 
tients with stroke, hemorrhage, and brain tumors (64). 


7Li MRS 


Lithium has established value in the prophylactic 
treatment of manic-depressive illness, the acute treat- 
ment of mania, and the treatment of some patients with 
schizophrenia. The molecular basis for the therapeutic 
effects of lithium is unknown at this time, although it 
has been postulated that lithium competes for the bind- 
ing sites of such biological cations as Nat, K+, Mgt, 
and Ca2+ and that lithium interacts with membrane 
phospholipids. Lithium inhibits the conversion of inosi- 
tol phosphate to inositol and phosphate in the phos- 
phatidylinositol second messenger pathway. In addi- 
tion, a 7Li MRS study (65) has provided evidence that 
lithium interacts with the membrane-associated cy- 
toskeleton in human erythrocytes. These observations 
taken together suggest that lithium interacts with im- 
portant regulatory sites on the cytoplasmic surface of 
cellular membranes, and, therefore, 7Li MRS could 
be a valuable approach to studying the intracellular 
chemistry of lithium. : 

Recently, in vivo 7Li NMR studies were carried out 
with human subjects (66). In that study, the brain lith- 
ium levels measured by 7Li MRS correlated well with 
serum levels. 


POTENTIAL, PITFALLS, AND PROMISE 


MRS has several unique advantages: it is noninvasive 
and therefore ideal for longitudinal studies; it provides 
information about intracellular pH, the motion of mole- 
cules, and their quantification that is not available by 
means of other techniques; and one can examine meta- 
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bolic turnover directly and express it in moles per kilo- 
gram, the important units that describe chemical reac- 
tions. 

There are limitations, however (6). MRS requires 
stronger and more homogeneous magnetic fields than 
MRI and also needs “shimming” for each measurement, 
making it more expensive in time and cost. Second, be- 
cause the intrinsic sensitivity (ability to resonate) of 
some isotopes, such as 3K, is very low, they are inac- 
cessible to MRS. Further, certain isotopes with high sen- 
sitivity, such as 17F, are present in the body in very low 
concentrations and therefore cannot be used in MRS 
studies in their natural state. The overall sensitivity of 
a given nucleus is its intrinsic sensitivity multiplied by 
its concentration in the tissue. In any given volume of 
interest, the current limit of detection is about 10-6 times 
that of water protons. Third, because the MRS signals 
are much weaker than the proton signals used for MRI, 
signal acquisition needs more time and the volume of 
interest has to be much larger than that for MRI. 
Fourth, only highly mobile nuclei that are in solution 
are visible to MRS. Nuclei whose mobility is restricted 
because of binding to membranes or macromolecules 
result in broad resonance signals with a poor signal-to- 
noise ratio. For this reason, only a few selected aspects 
of metabolism can be studied with MRS. Fifth, the in- 
formation provided by MRS is purely chemical; ap- 
proaches to spectral localization still involve problems. 
Sixth, the long acquisition time limits detection of tran- 
sient biochemical changes. For this reason, MRS cannot 
yet be adequately applied in cognitive or neurophysi- 
ological challenge paradigms. 

Several patient-related and technical variables need to 
be considered in interpreting MRS studies (67). The po- 
tential confounding effects of age and medication have 
already been discussed. Patient cooperation is a key fac- 
tor as well. Motion artefacts (random patient motion, 
blood movement, or CSF motion) could affect the qual- 
ity of spectra in MRS (68). Biochemical information 
provided by MRS usually conforms to geometrically 
shaped volumes (e.g., spherical) and not to the shapes 
of anatomical structures of interest to the psychiatrist; 
such partial volume effects must therefore be considered 
in all MRS studies (69). Finally, regional differences in 
brain structure (e.g., superficial versus deeper struc- 
tures) could also affect the ability to interpret MRS data. 

Positron emission tomography (PET) and single pho- 
ton emission computed tomography (SPECT) scans 
provide alternative, promising approaches to functional 
brain imaging. PET scanning has the advantages of rela- 
tively high sensitivity, high spatial resolution, and the 
ability to be used to investigate a wide range of bio- 
chemical processes, including glucose and oxygen con- 
sumption, neurotransmitter turnover, and neurorecep- 
tor binding. The disadvantages include the use of 
radioactive tracers, with its attendant risks, and the 
need for an expensive cyclotron nearby to make such 
isotopes. SPECT scanning offers the advantages of not 
requiring such an expensive facility and the potential to 
provide information about a wide range of biochemical 
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processes, but it has a relatively low resolution. Thus, 
it can be seen that PET and SPECT scanning have ad- 
vantages not available with MRS; MRS likewise has 
unique advantages. These techniques may therefore be 
complementary and are likely to represent competitors 
among the developing brain imaging technologies. 

To date, clinical application of MRS has mainly in- 
volved 31P, In view of their relatively high NMR sensi- 
tivities, the 1H metabolites, such as neurotransmitters 
and amino acids, are promising avenues for future re- 
search in clinical applications of MRS. Newer tech- 
niques involving suppression of signals from water and 
fat are likely to make this approach more feasible. 13C 
MRS and 23Na MRS are other noninvasive techniques 
for viewing brain chemistry. MRS with 7Li and 19F will 
offer new ways to study the kinetics and function of 
psychopharmacological agents. Future clinical applica- 
tions also will benefit from the use of spectroscopy con- 
trast agents that enhance chemical shift. Further im- 
provements in the technology of localization will aid in 
obtaining metabolic images of special areas of interest 
in the brain. It is also conceivable that “metabolic 
maps” of the brain could be developed by simultaneous 
use of multinuclear spectroscopic techniques in vivo, 
e.g., using 31P nuclei for ATP and 1H for lactate. The 
technologies of MRI and MRS are likely to converge to 
yield spatial chemical imazes, which may result in novel 
approaches to clinical research. 

The field of MRS is very young; it has been stated 
recently that nearly every study in MRS breaks new 
ground (5). Future studies of MRS in neuropsychiatry 
will need to address the following goals: 1) identifying 
and quantifying differences between carefully selected 
patients with major neurapsychiatric disorders and ap- 
propriate comparison subjects 2) re-examining in vivo 
information from patients in the light of modern neu- 
rochemistry, 3) examining relationships between struc- 
ture and function by simultaneous use of MRI and 
MRS, and 4) studying biochemical variables to deline- 
ate treatment effects, establish predictors of treatment 
response, identify biological correlates of illness pro- 
gression, and develop innovative treatment approaches. 
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Kleptomania: Making Sense of the Nonsensical 


Marcus J. Goldman, M.D. 


Objective: Kleptomania, or the irresistible impulse to steal unneeded objects, is a poorly 
understood disorder. The objectives of this paper are to critically review and integrate 
existing data and to make suggestions for further research. Data Collection: Information was 
gathered by reviewing the English-language literature on kleptomania. Cases were chosen for 
review that abproximated the diagnosis as defined in DSM-III-R. These cases were analyzed 
in terms of their relationship to previous theories about the disorder, and larger relevant 
studies were examined. Using the data organized into a table, the author explores areas of 
convergence and disagreement and discusses the methodological difficulties of the different 
studies. Findings: Kleptomania is more common than previously thought. The “typical” 
individual with kleptomania is a 35-year-old woman who began to steal when she was 20 
years old. Her thefts bring both relief and guilt. She probably has not sought treatment on 
her own but suffers from a necessary, pervasive, repetitive, and self-destructive act. She may 
have a history of sexual dysfunction or sexual preoccupation and may be unhappily married 
to an emotionally unsupportive husband. She has been labile and dysphoric for many years 
and may have a personality disorder. She has probably had a tumultuous, stressful childhood 
and may dissociate. Conclusions: The author proposes a biopsychosocial model of the eti- 
ology of kleptomania based on data from the literature. This model emphasizes possible 
childhood abuse as a precipitating factor in later development of kleptomania, More com- 
plete research is needed in the study of kleptomania. 


‘Am J Psychiatry 1991; 148:986—996) 


Yet I lusted to thieve and did it compelled by no 
hunger, nor poverty. 


—St. Augustine, Confessions, 370 A.D. 


leptomania, or the irresistible impulse to steal un- 

needed objects, is a poorly understood disorder. 
Despite the strange and seemingly meaningless behav- 
ior that characterizes it, kleptomania has received little 
empirical attention. This is surprising in view of the 
fact that kleptomania may account for a substantial 
proportion of the staggering 40 billion dollars in bus- 
iness losses attributed to shoplifting each year (1). Ad- 
ditionally, people with kleptomania suffer the pain and 
humiliation of repeated arrests. 
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DSM-III-R classifies kleptomania as an impulse con- 
trol disorder. The symptoms may begin in childhood 
and can continue intermittently throughout adult- 
hood. DSM-III-R (pp. 322-323) describes the disorder 


as follows: 


The essential feature ...is a recurrent failure to resist 
impulses to steal objects not needed for personal use or 
their monetary value; the objects taken are either given 
away, discarded, returned surreptitiously, or kept and hid- 
den. Almost invariably the person has enough money to 
pay for the stolen objects. The person experiences an in- 
creasing sense of tension immediately before committing 
the act and intense gratification or relief while committing 
it. Although the theft does not occur when immediate ar- 
rest is probable... , it is not preplanned, and the chances 
of apprehension a are not fully taken into account. The 
stealing i is done without long-term planning and without 
assistance from, or collaboration with, others. Further, 
there is no association between the stealing and anger or 
vengeance. 

The diagnosis is not made if a stealing is due to Con- 
duct Disorder or Antisocial Personality Disorder. 


The term “kleptomania” (Greek for “stealing mad- 
ness”) did not appear until 1838 (2). However, court 
cases, personal accounts, and anecdotal reports through- 
out the ages have underscored! the curious nature of 
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this type of stealing (2~8) and have contributed to the 
current DSM-III-R nosology. In 1799, for example, a 
wealthy woman appeared before a British magistrate 
charged with the theft of a piece of lace (3). Some years 
later, according to Ray (4), Benjamin Rush remarked 
on the otherwise high moral character of afflicted in- 
dividuals and further commented on the theft of a 
seemingly unneeded object. Esquirol, in describing the 
monomanias, discussed illnesses characterized by in- 
voluntary, irresistible actions (6). According to Gib- 
bens and Prince (7), Esquirol and Marc coined the 
term “kleptomania” in 1838 to describe the behavior 
of several kings who stole worthless items. 

Many modern writers have commented on klepto- 
mania, and several psychoanalytic theories have been 
proposed to explain it. DSM-I, published in 1952, in- 
cluded “kleptomania” as a supplementary term be- 
cause it was not yet considered a distinct diagnostic 
entity (2). The disorder was left out of DSM-II entirely. 
It found its way back into DSM-III and DSM-III-R as an 
impulse control disorder. (There is no substantial differ- 
ence between the DSM-III and DSM-III-R definitions.) 

This paper focuses on kleptomania or kleptomania- 
type disorders as opposed to stealing for profit, a dis- 
tinction that has often been blurred in the literature. 
Perhaps because there seems to be no consistent theory 
regarding most aspects of the disorder and there is 
much theoretical overlap, many terms have been used 
to describe a variety of behaviors. For the sake of clar- 
ity, the terms “shoplifting”? and “stealing” are used 
here to refer to a broad range of behaviors that include 
both kleptomania and theft for profit. “Kleptomania,” 
however, is used to refer to a disorder approximating 
the DSM-III-R definition. Although the term “nonsen- 
sical stealing’ does not necessarily match the DSM- 
III-R definition of kleptomania, it approximates the 
type of peculiar behavior seen in the disorder and will 
be used in this capacity. 

The goals of this paper are 1) to provide a critical 
review of the literature on kleptomania, 2) to integrate 
existing data on kleptomania and kleptomania-type 
disorders and propose an etiological model, and 3) to 
offer suggestions for a more definitive, comprehensive 
study of the disorder. 


EPIDEMIOLOGY AND DEMOGRAPHICS 


Kleptomania has been recognized for more than 150 
years as a comparatively rare clinical condition. Table 
1 summarizes the published English-language case 
studies approximating the DSM-III-R definition of 
kleptomania. Included in the table are categories that 
represent potential areas of disagreement and contro- 
versy as well as other important variables. Excluded 
from the table are cases that did not clearly conform to 
DSM-III-R criteria. The few larger studies of stealing 
(21—27) are discussed in the text. The difficult meth- 
odological problems inherent in a retrospective review 
of cases will be addressed in the discussion. 
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Table 1 shows that 22 of the 26 patients described in 
published reports did not seek voluntary treatment. 
They were either coerced into treatment by those who 
caught them or referred by the courts after apprehen- 
sion. There is no information on this point about one 
case. Because most cases of kleptomania are identified 
through court-ordered evaluations of shoplifters, the 
rate of the disorder in the general population is un- 
known. There is disagreement regarding the rate among 
shoplifters. In one study of 338 arrested shoplifters 
(25), only 13 (3.8%) were considered to have dis- 
played a “compulsive behavior pattern” that the au- 
thors called “kleptomania.” Bradford ard Balmaceda 
(26) found that two (4%) of 50 shoplifters met criteria 
for kleptomania approximating those of DSM-III-R, 
and Medlicott (14) found similarly diagnosed klepto- 
mania in five (10%) of 5C people arrested for thefts of 
various kinds. Yates (21) found nonsensical stealing in 
15 (15%) of 101 arrested shoplifters but did not spec- 
ify whether these patients met the criteria for klepto- 
mania. Another study (24) found “nonrational” steal- 
ing (stealing not motivated by conscious goal) in 32 
(24%) of 132 arrested shoplifters. On the other hand, 
several authors of larger studies of people arrested or 
convicted of shoplifting (23, 27) failed to identify any 
subjects with kleptomania. This wide range of klepto- 
mania rates probably reflects both the sampling and 
definitional difficulties inherent in the identification of 
the disorder. 

Kleptomania may be more common than these sta- 
tistics suggest. Indeed, studies of clinical samples not 
selected for kleptomania (28-31) found relatively high 
rates of the disorder. Hudson et al. (29). for example, 
found that 24% of a group of patients with bulimia 
met DSM-III-R criteria for kleptomania. Based on ex- 
trapolation of the rate of bulimia from prevalence 
studies of bulimia in a large nonreferred adolescent 
population (2.5%) (32), the rate of kleptomania is at 
least six per 1,000 persons. These data must be inter- 
preted with great caution because the relationship be- 
tween eating disorders and kleptomania is unclear. 
Furthermore, an estimate of the rate or kleptomania 
based on the comparison of two unrelated studies may 
not be reliable. Nonetheless, these data suggest that 
kleptomania occurs far more frequently than previ- 
ously thought. 

There are additional reasons for believing that klep- 
tomania may be more extensive than earlier studies 
suggest. A high percentage of people steal, and most 
are never caught (16, 33, 34); those who witness a 
theft rarely report it. Arieff and Bowie (25) noted the 
possibility that no arrest is made when an accused 
shoplifter is a prominent social figure. Moreover, in- 
dividuals with kleptomania tend to be ashamed of 
their behavior and hesitant to share their secret with 
anyone, including therapists. Thus, shoplifters in gen- 
eral and those with kleptomania specifically may es- 
cape detection. The disorder, even if rare, most cer- 
tainly is a source of both tremendous eccnomic loss for 
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TABLE 1. Case Reports of OSM-IH-R Kleptomania in the Literature 





During or associated with the act of stealing. 
No information was available. 


“Coerced into treatment after apprehension by peer or store owner. 
dChildhood. 
“Middle-aged wnen treated; thefts began 20 years earlier. 


the community (1) and emotional trauma for those 
afflicted. 

Another area of uncertainty concerns gender. Anec- 
dotal case reports and some studies (18, 21) seem to 
agree with the longstanding belief that kleptomania 
occurs primarily in women. One study (27), however, 
contradicted that belief. In addition, Medlicott’s study 
of 50 thieves (14) revealed that four of the five identi- 
fied as having kleptomania were men. Of the 26 case 
studies listed in table 1, five were men and 21 were 
women. Similarly, Yates (21) found that 80% of peo- 
ple who engaged in nonsensical shoplifting were 
women. 

The literature clearly suggests that the majority of 
those identified as having kleptomania are women. 
One reason may be that women are more likely than 
men to present for psychiatric evaluation (26). Indeed, 
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Sexual 
Age at Preoccupation/ History of Symptoms Associated 
Age Onset Referral Dysfunction/ Relief or Affective or With a Personality 
Author Sex years) (years) Source Perversion Pleasure? Guilt Anxiety State Disorder 
. Fishbain (9) F 57 20 Self Yes Both oP Depression Histrionic 
Turnbull (10) F 29 6 — Yes Both Yes a © a 
F eo? =F — Yes p —> Depression Shy 
M 25 14 a Yes ae No a coe 
Keutzer (11) F 25 eee Self Yes b No Psychotic depres- z$ 
sion, anxiety 
Elizur and Jaffe F 25 6 Self Yes Relief ‘Yes = Compulsive, labile 
(12) 
Coid (13) F 54 aoe Courts Yes Relief Yes Depression, anxiety = 
Medlicott (14) M  §2 14 Courts š Relief —® — — 
M 59 = Courts p Relief = = Passive, unsuccessful 
M 6&8 48 Courts — Relief —? —! =? 
M 47 a Courts oP int — = aD 
F 44 44 Courts = Both Yes =F a? 
Gauthier and F 30 26 Courts Ap cee Yes ee =o? 
Pellerin (15) i 
Russell (16) F 17 17 Courts zap a = E — 
F 19 9 Courts Yes Pleasure — b Hysterical 
McConaghy and F 39 23 Courts a a — Depression =b 
Blaszczynski (17) F 53 35 Courts oP Relief =—? e. ee. 
Davis (18) F 42 eae Courts =P aa = Depression, anxiety Passive-dependent 
F 48 mee Courts a = — Depression, anxiety a 
F 40 za? Courts so m —> Depression, anxiety Lability 
F 40 db Courts ae oy — Depression, anxiety Liability 
F 31 me Courts = — — Depression, anxiety Lability, obsessive- 
| rile depen- 
ent 
Gudjonsson (19) F — me Courts Yes Both b Depression, anxiety  Obsessive-compulsive 
McElroy et al. (20) F 23 20 Courts "e Both Yes Bulimia — 
F 35 20 Courts Sar Both No Bulimia, major mi. 
depression ` 
F 19 16 Courts a =P — Bulimia, major =p 


depression 


table 1 shows that all three of the subjects who referred 
themselves were women. In addition, the courts may 
be likely to send male shoplifters to prison while 
sending female shoplifters for psychiatric evaluation. 
Medlicott (14), for example, reported the case of a 
male patient who was imprisoned for 14 years for the 
repetitive thefts of bicycles and trucks that he aban- 
doned shortly after stealing. Thus, for several reasons, 
it is possible that men who shoplift do not enter the 
population of people referred for evaluation., 

Another possibility is that kleptomania is truly more 
common among women. Guze (35) has shown that 
male and female felons from similar difficult environ- 
ments may develop quite differently. Men may develop 
more overtly antisocial behavior, but women develop 
other symptoms, such as hysteria. Men and women 
with impulse control problems may manifest these 
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TABLE 1 (continued) 





Marital 
Family History Precipitant Status 
Postpartum depression in Yes Married twice 
mother 
Mother ineffectual, with aap Single 
somatic complaints; father 
absent 
mar Yes Married 
— Yes Single 
Depression in, suicide attempts e Single 
by mother; father absent 
Psychotic mother; weak father rae Married 
Denied Yes Married twice 
= = Single 
ae Yes Married 
=i az Married 
ay me Married 
ue ao Married 
ag? ae Married 
sa Yes Single 
= — Single 
a Yes Married 
= Yes Separated 
ae Yes Married 
=e Yes Married twice 
ae Yes Married 
a Yes Single 
= Yes Married 
Weak mother; cruel stepfather Yes Married 
Major depression in mother ae Single 
Major depression in grand- ae Married 
motner; alcoholism in father; 
kleptomania, alcoholism, 
and bulimia in sister 5 7 


Major depression in mother — — 


problems differently. Men seem to have a relative mo- 
nopoly on the more aggressive acts of impulse such 
as pyromania, intermittent explosive disorder, and 
pathological gambling. Kleptomania and trichotillo- 
mania, the less overtly destructive impulse disorders, 
may be more common in women. 

The mean+SD age at the time of evaluation for the 
women with kleptomania shown in table 1 was 3512.6 
years (range=17—57), for the men it was 5016.1 (range 
=25-68), and for both sexes it was 38+14.3. The 
mean+SD age at onset for the women was 20+12.5 
(range=6—44). (The data are insufficient to determine the 
mean age at onset for the men.) Although some individ- 
uals with kleptomania have been arrested numerous 
times, the typically long period of time between onset 
and presentation seems to reinforce the belief that klep- 
tomania is a behavior that is extremely difficult to extin- 
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guish without help and that it is difficult to detect. The 


traditional notion of kleptomania first developing in a 


middle-aged woman in response to a loss, such as a 
child’s leaving home, may be faulty. Instead, symptoms 
of kleptomania may return under these circumstances. It 
seems clear that the disorder is a pattern that is estab- . 
lished early on. 

Most of the individuals shown in table 1 were mar- 
ried (N=16) or separated (N=1). This supports Yates’s 
data on marital status in 101 individuals with nonsen- 
sical shoplifting (21): 73% were married. There are 
few data on other demographic variables, such as so- 
cial class, rural and urban distribution, race, and reli- 
gion. Schlueter et al. (241, however, found that ‘“‘non- 
rational” shoplifters were more likely to be of faiths 
other than Catholic or Protestant and tended to be well 
educated. They also found no significant difference in 
race between the “nonrational” thieves and ordinary 
thieves. Sampling difficulties undoubtedly affected the 
reliability of these data. 


ETIOLOGY, CHARACTERISTICS, AND 
CLASSIFICATION 


Psychological and Psychosexual Theories 


Much of the literature regarding the causes of klep- 
tomania focuses on its relationship to anxiety, depres- 
sion, or sexual disturbances (10, 16, 21, 25, 35). Ac- 
cording to Ellenberger (37), Janet felt that the need for 
stimulation resulted in artificial methods to increase 
psychological tension. In 1911, Janet discussed the 
case of a depressed woman who was able to relieve her 
symptoms through the stimulation provided by shop- 
lifting. The need for stimulation is also echoed in Fish- 
bain’s case of a depressed woman who masturbated 
during shoplifting (9). Fishbain concluded that depres- 
sion was a stimulus to risk-taking behavior (kleotoma- 
nia), which had an antidepressant effect. Roy (36) felt 
that the new onset of shoplifting in an otherwise nor- 
mal man was a symptom of stress, but others (13, 38) 
have considered the function of kleptomania to be 
symptom relief. Although this theory does not explain 
why these patients choose theft as a relief mechanism, 
this model seems, at least in part, valid. Indeed, all 13 
of the individuals for whom such information was re- 
ported in table 1 experienced relief of tension or both 
relief and pleasure from stealing. 

Depressive states and tension are often reperted as 
precursors to many kinds of theft (18, 21, 26). Yates 
(21) found depression in 80% of those who engaged in 
nonsensical shoplifting. Indeed, table 1 reveals that 13 
of the 14 individuals for whom a history of affective or 
anxiety states were reported had states of depression 
or depression and anxiety. Unfortunately, in the ma- 
jority of cases reported, neither the severity of the de- 
pressive or anxiety state nor the length of the episode 
was specified. In most cases, however, no mention was 
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made of hospitalization; most cases seem to have in- 
volved outpatient evaluation and treatment. There is 
descriptive evidence, however, that the individuals suf- 
fered from a spectrum of affective states ranging from 
dysthymia to psychotic depression. This range of 
mood raises the question of the length of time the per- 
son has experienced anxiety or depression—i.e., whether 
an acute, chronic, or recurring mood disorder is more 
likely to be associated with kleptomania. This infor- 
mation is not found in most case descriptions. Further 
evidence supportive of an association between klepto- 
mania and depression, however, comes from studies of 
subjects with bulimia (28-31). McElroy et al. (20), 
noting that both the impulse to steal and bulimic be- 
havior ceased with antidepressant therapy, highlighted 
the possible link between kleptomania and depression. 
Although some have felt that depression might have 
been a response to an approaching trial, Davis (18) 
noted that depression predated arrest. 

The same ambiguity in the literature holds true for 
acute environmental precipitants to stealing, which 
may or may not be sequentially related to the onset of 
affective or anxiety states. All 14 of the individuals in 
table 1 for whom the data were available reported 
precipitants to their stealing behavior. Cupchik and 
Atcheson (1), in discussing thievery among “‘upstand- 
ing” citizens (some of whom may have had kleptoma- 
nia), formulated the loss-substitution-by-shoplitting 
hypothesis based on the recollections of individuals 
who had recently been arrested. These authors main- 
tained that in a large percentage of patients the theft 
was an effort to obtain symbolic compensation for an 
actual or anticipated loss. The study, like most others, 
was retrospective and uncontrolled. | 

With a few exceptions, the literature is vague in its 
description of precipitants and stressors and in its 
methodology. Many cases were retrospective and not 
the result of longitudinal exploration. Vague terms like 
“social isolation” (21) were used in descriptions. How- 
ever, since there was a disparity between age at onset 
and age at evaluation, the information about the pre- 
cipitant to the latest theft seems of limited value. The 
chronicity of the depression and/or tension and the 
importance of acute precipitants in disorders that are 
chronic are unclear. The chances seem good that indi- 
viduals with kleptomania have experienced one pre- 
cipitant after another for many years and have existed 
in a chronic depressed or anxious state for many years. 
Indeed, Yates (21) suggested that nonsensical shop- 
lifting may be associated with an accumulation of 
stressors over time. Few, if any, authors who noted 
objective precipitants in their subjects explored the in- 
trapsychic mechanisms that were stimulated by these 
precipitants. Since the materials stolen were not for 
their economic value, one plausible hypothesis is that 
the theft was for intrapsychic profit. As shown later in 
this paper, analytic theorists have advocated this idea. 
Most of the case descriptions in the literature, how- 
ever, fail to identify the patient’s thoughts or associa- 
tions just before the theft. 
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Fenichel (39) believed that kleptomania can have 
direct sexual significance. Other early drive theorists 
felt that kleptomania involved “doing a forbidden 
thing secretly” and likened the behavior to a sexual 
act. Wittels (40, 41), for example, observed that steal- 
ing was the sex life of the person with kleptomania and 
that his or her real sex life was underdeveloped. Ac- 
cording to Elizur and Jaffe (12), Stekel felt that klep- 
tomania was analogous to a perversion. The stolen 
objects have also been considered to have other sexual 
significance. Fenichel (39) suggested that the objects 
stolen by individuals with “perverse” kleptomania are 
actually their fetishes. Wise (42) commented that klep- 
tomania and other impulse disorders have been asso- 
ciated with fetishistic behavior. Bradford and Balmaceda 
(26), however, failed to find evidence of “sexual devia- 
tion” in their two subjects with kleptomania. 

No information was given concerning sexual preoc- 
cupations, behaviors, or dysfunction for 17 of the 26 
patients in table 1. In the nine studies reporting such 
information, the patients reported experiences such as 
vaginismus, nonarousal, promiscuity alternating with 
abstinence, and a preoccupation with sterility. Some 
reported orgasm or sexual excitement during thefts (9— 
13, 16, 19). In the light of the absence of information 
on the majority of patients, it is unwise to make firm 
conclusions. Certainly, there are also biases built into 
this information. Indeed, an author treating several pa- 
tients with kleptomania, one of whom has a strange 
sexual behavior, is more likely to report this case 
rather than the others. The data, however, suggest an 
association between kleptomania and sexual abnor- 
malities. Several authors (4, 43-46) have argued that 
kleptomania is more prevalent during menstruation or 
pregnancy, but these observations have not been du- 
plicated (12, 27) and are not considered valid. 

The psychoanalytic literature suggests that klepto- 
mania is a symptom of an underlying conflict. Noting 
the presence of depression and disturbed sexuality, an- 
alysts proposed mechanisms they felt could explain the 
disorder. Fenichel (39) and others (41, 43, 47—50) dis- 
cussed kleptomania and other forms of stealing as the 
gratification of id impulses and as an expression of 
infantile needs. Abraham (51) traced kleptomania 
back to the child’s feelings of neglect concerning 
proofs of love: in stealing, the child finds a substitute 
pleasure for a lost pleasure and simultaneously takes 
revenge on those who caused the suffering. Unfortu- 
nately, there are no modern data available to refute or 
confirm these earlier psychoanalytic findings. Indeed, 
most modern case reports of kleptomania are essen- 
tially devoid of important details such as associations 
and transference phenomena. Family data are also 
scarce. Such information would theoretically reflect 
the nature of the individual’s psychosexual develop- 
ment and could be used to refute or confirm analytic 
theory. Of the 26 case studies summarized in table 1, 
family characteristics were dealt with in only nine. In 
one case, the subject’s mother was psychotic, in four 
cases the mother was depressed, and in two cases the 
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mother was ineffectual or absent. Absent or weak fa- 
thers were reported in three of the nine cases. One case 
described a cruel stepfather and one described an al- 
coholic father. These data are undoubtedly incom- 
plete, and little can be said conclusively about family 
characteristics, but these findings may lend support to 
the idea that kleptomania is related to depression. 

Some authors (12, 39, 52) focused not only on the 
act but on the specific, symbolic meaning of the objects 
stolen and their relationship to fixation points. An oral 
fixation would mean that the stolen object represents 
mother’s milk, anal fixation is linked to the hoarding 
and collecting of goods, and phallic fixation results in 
penis envy or castration fears—the stolen object rep- 
resents a penis. Wittels (40) theorized that individuals 
with kleptomania take “love in the shape adequate to 
their libidinal understanding.” Perhaps, therefore, they 
can be either oedipal or pre-oedipal; it is quite difficult 
to arrive at a determination of the primitiveness of the 
defenses of individuals with kleptomania from avail- 
able data. However, personality traits (discussed later 
in this paper) may provide some additional infor- 
mation. There is not enough information to know 
whether a given person both hoards and discards or 
what the significance of keeping the stolen objects 
would be. It would be interesting to know whether one 
person stole only one type of article, but this cannot be 
gleaned from the available data. 

With a slow shift away from traditional drive the- 
ory, some writers have chosen to see kleptomania itself 
as defensive (49, 53—55). Rado (53), in discussing cas- 
tration anxiety in women, considered the “fight” de- 
fense as the primary source of pleasure in kleptomania. 
According to this view, the woman, overcome by cas- 
tration fear, acquires a penis to strengthen her “‘totter- 
ing phallic position.” Menaker (49), in a study of 12 
boys who stole, felt that the only defense against the 
strong passive-receptive wish is the opposite wish to 
grab, steal, or tear away. In general, these authors were 
moving away from the notion of theft as having a pri- 
marily sexual meaning to a model of theft as defensive. 

Although these analytic writers discussed theft and 
not kleptomania specifically, they seemed to consider 
the two to have the same meanings and causes. Yates 
(21), however, has shown that there are many impor- 
tant differences between stealing for obvious profit and 
nonsensical stealing. For example, she said, those who 
steal for profit tend to have, among other things, far 
more “anti-social and delinquency-prone personali- 
ties,” whereas individuals with kleptomania tend to be 
depressed and socially isolated. There appears to be a 
difference in character that goes unexplained by early 
analytic cases. One wonders why the thief and the 
kleptomaniac are discussed interchangeably when they 
may, in fact, develop so differently. Guze (35), how- 
ever, pointed out that male and female felons growing 
up in similar tumultuous environments may develop 
different symptoms as adults. It remains unclear, how- 
ever, whether it is accurate to draw conclusions about 
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the individual with kleptomania from the psychoanal- 
ysis of other kinds of thieves. 

In this light, other writers view kleptomania as a 
form of psychopathy or related to it (12, 40, 41, 46, 
54). Wittels (40) believed that individuals with klepto- 
mania enter treatment only when threatened by the 
law and abruptly abandon treatment once they have 
been acquitted. Elizur and Jaffe (12) saw kleptomania 
as a neurotic conflict in a person with elements of an 
antisocial character formation. The noticon of guilt and 
remorse has prompted several writers tc comment on 
the role of the superego in stealing, the presence or 
absence of guilt, and the presence or absence of sym- 
bolism in stealing acts. Some (56, 57) have felt that 
theft results from a hypertrophied superego, which ul- 
timately results in incarceration or other punishment. 
Moore’s “episodic” shoplifters (22) stcle items used 
for self-punishment. Castelnuevo-Tedesco (58), in de- 
scribing an ordinary thief as a kleptomaniac, main- 
tained that stealing is done with superego approval 
based on primitive ethical premises, but other authors 
(12, 41, 49) felt that the superego is underdeveloped in 
kleptomania. 

Those theories which view the individual with klep- 
tomania as having an antisocial character seem partic- 
ularly narrow. Indeed, the drive to steal in kleptoma- 
nia may be no more antisociai than the need to lie to 
the physician about the quantity of food intake in an- 
orexia nervosa. Moore’s shoplifters (22) responded 
with “quiet compliance” when detected. Furthermore, 
they felt that their acts were illegal and morally wrong. 
The data in table 1 alsc seem to contradict the idea 
that kleptomania is simply antisocial. Of the nine sub- 
jects for whom such information was reported, six ex- 
pressed guilt regarding the act of theft. (Yates’s finding 
of a lack of antisocial traits in her patients [21] seems 
to support these findings.) Of course, these observa- 
tions are based on limited data, and it is possible that 
the expression of guilt could have been a ploy to escape 
further legal action. There is no information, however, 
on those who are not apprehended, anc it is possible 
that patients who have been caught reflect a different 
subgroup of individuals with kleptomania. Perhaps 
these patients have a more hypertrophied or punitive 
superego and “set themselves up” to get caught more 
easily than those whose superegos are underdeveloped. 
Testing this hypothesis would present difficult meth- 
odological problems. 

The issue of personality is briefly mentioned in DSM- 
IHI-R, as is the idea that kleptomania sometimes, but 
not invariably, is associated with personality disorders. 
In some ways, the question of personality may be 
rooted in the question cf whether kleptomania exists 
as a monomania or as one of the pathological signs in 
an otherwise normal person. The literature seems to 
suggest that there can often be associated personality 
symptoms. Table 1 reveals that many of the reported 
cases had such symptoms. Ten of the reports described 
characteristics consistent with personality disorders. 
These included compulsiveness, dependency, lability, 
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hysteria, and histrionics—most considered to be more 
primitive traits. Unfortunately, as with many other cat- 
egories, nothing is known about the 16 cases that did 
not report personality characteristics, making general- 
izations difficult. In addition, the lack of a reliable lon- 
gitudinal evaluation in many of the cases makes a 
diagnosis of personality disorder tenuous. However, 
many of the symptoms seem more consistent with a 
character disorder than symptoms of, for example, a 
depressive episode. Additionally, individuals with 
kleptomania and nonsensical shoplifting reported tu- 
multuous and unusually stressful childhoods (concen- 
tration camp survival, for example), marital turmoil, 
social isolation, and lack of self-esteem (11, 12, 16, 18, 
19, 21, 22), making associated personality difficulties 
all the more possible. 

Like earlier analytic writers, many object relations 
theorists did not seem to. distinguish between klepto- 
mania and stealing for profit. Object relations models 
emphasize internal representations of the infant’s rela- 
tionships with its objects as well as the importance 
of id desires and affective states (59). Castelnuovo- 
Tedesco (58), for example, felt that stealing and klep- 
tomania represent “a way of controlling a frightening 
and dangerous object and rendering it harmless by re- 
instating a long-lost but greatly cherished sense of om- 
nipotence.” There does seem to be an attitude of 
omnipotence in some patients (18), but this does not 
always appear to be conscious. Indeed, the fact that the 
individual may steal in plain view of others may reflect 
this attitude. Winnicott (60), although not discussing 
kleptomania specifically, felt that the child who steals 
is looking for the mother over whom he or she has 
rights. The mother becomes the object that the child is 
ready to find. 

Self theory is concerned with deficits in the structure 
of the self as opposed to the conflict resolution asso- 
ciated with drive theory (59). Kligerman (61), for ex- 
ample, in response to Castelnuovo-Tedesco (58), dis- 
cussed stealing and kleptomania in terms of the 
narcissistic vulnerabilities found in disorders of the 
self. He postulated that stealing can be a response to 
narcissistic injuries and can help prevent fragmenta- 
tion of the self. Both of these authors also questioned 
whether all stealing, including ordinary theft, is sym- 
bolic and psychopathological. Castelnuovo-Tedesco 
concluded that the act of stealing has many meanings 
and functions, all of which are restitutive. Tolpin (62) 
saw his patient’s kleptomania as an attempt to counter 
an inadequate formation of her nuclear self. However, 
his patient’s clinical picture was complicated by her 
ongoing substance abuse. 

Several authors (63—65), perhaps noting its repeti- 
tive, irresistible, and seemingly meaningless patterns, 
have likened kleptomania to or considered it a part of 
an obsessive-compulsive disorder. Laughlin (64), how- 
ever, pointed out the differences between the two dis- 
orders, including the propensity to act out in klepto- 
mania. The behavior in obsessive-compulsive disorder 
is not an end in itself but is instead intended to produce 
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or prevent some future event or situation. Further- 
more, DSM-III-R points out that the act of kleptoma- 
nia may bring intense gratification—an experience that 
helps differentiate the impulse disorders from obses- 
sive-compulsive disorder. This seems to be an impor- 
tant distinction because obsessive-compulsive disorder 
is noteworthy for its ego dystonicity and its sense of 
relief rather than gratification. An examination of ta- 
ble 1, however, reveals that in the 13 cases reporting 
symptoms of relief and/or gratification from the steal- 
ing act, six reported relief, six reported both pleasure 
and relief, and one reported only pleasure. Thus, steal- 
ing does not appear to be strictly pleasurable and many 
subjects with kleptomania seem to obtain relief from 
the act, implying that a relationship might exist be- 
tween kleptomania and obsessive-compulsive disorder. 
In summary, analysts and other dynamic psycho- 
therapists have suggested many mechanisms to explain 
both the developmental origins and behavior of the 
person with kleptomania. There appears to be some 
agreement regarding the types of symptoms seen in the 
disorder but little agreement about causation. Most 
theories do not seem specific for kleptomania and can 
be used to describe a multitude of disorders. Further- 
more, there has been little integration of the various 
schools of thought. It must be noted that most seem to 
ignore the intensity of the symptoms and fail to explain 
the tremendous, uncontrollable drive to repeat what 
most certainly is self-destructive, masochistic behav- 
ior—behavior that overpowers, controls, and impris- 
ons. Not all theorists feel that:acts of self-destruction 
are adequately explained by traditional analytic tenets. 
Simpson and Porter (66), for example, felt that “self- 
destructive activities were not primarily related to con- 
flict, guilt, and superego pressure, but to more primi- 
tive behavior patterns originating in painful encounters 
with hostile caretakers during the first years of life.” 


Biological Considerations 


A number of reports suggested that kleptomania- 
type behavior can be organically precipitated by neu- 
rological conditions (67-71), medication effects (72), 
and other medical conditions (73). Mendez (67) de- 
scribed a 71-year-old man with dementia and left fron- 
tal and right parietotemporal hypolucency who started 
stealing objects when he was 66 years old. Khan and 
Martin (68) reported the case of a 25-year-old man 
with presenile cortical atrophy (particularly frontal) 
who stole cigarette stubs and broken saucers as well as 
objects of greater value. Chiswick (69) described a 
middle-aged woman who, 2 years before a nonsensical 
stealing episode, had a right parietal mass accompa- 
nied by apathy and depression. She could not recall her 
stealing episode and had continued blackouts. She was 
effectively treated with amitriptyline, phenytoin, and 
psychotherapy. Chiswick considered psychomotor at- 
tacks as the cause of the stealing but felt that depres- 
sion was the likely precipitant. Bleuler (45) discussed a 
disturbance in consciousness in his patients with klep- 
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tomania, as did Bradford and Balmaceda (26), who 
found that 12% of a group of shoplifters described a 
dissociative state. According to Elizur and Jaffe (12), 
Stekel felt that kleptomania necessitated a fugue state. 
Zoric et al. (70) described nonsensical shoplifting in a 
women who suffered from narcolepsy. Moak et al. 
(71) speculated that lower levels of biogenic amines 
and rates of synthesis in the elderly lead to a decline in 
reciprocal inhibition and may cause stealing. Todd 
(72) described a woman on “calmative” medication 
with no previous criminal record who stole food from 
a store for no apparent reason. Segal (73) described 
unwitting shoplifting by a person with severe hypogly- 
cemia secondary to an insulinoma. 

The data available must be interpreted with cau- 
tion—it is, for example, difficult to know whether the 
given localizations of lesions were specifically respon- 
sible for the stealing. Obvious pathology in one part of 
the brain can affect other distant areas. Additionally, 
data that describe parietotemporal lesions may be sug- 
gestive of temporal lobe epilepsy. Indeed, many of the 
symptoms described can be attributed to temporal lobe 
epilepsy—altered sexuality, dissociative phenomena, 
depression, and anxiety. However, like most hypothe- 
ses regarding kleptomania, there are not yet enough 
clinical data to support or refute these ideas. 

There are not enough data to know whether these 
organically ill patients have had the same developmen- 
tal and psychological characteristics and circumstances 


that seem to be more frequent in those with the “nat- . 


urally occurring” form of kleptomania. Although the 
cases lack obvious signs of relief or gratification, they 
may nonetheless be reflective of a biological substrate 
that bypasses the developmentally driven features of a 
person suffering from kleptomania. 


Behavioral Models 


Unfortunately, data regarding behavioral models are 
scarce because many behavioral researchers are not 
concerned with etiology. Indeed, all of the reports 
found in the literature focused almost exclusively on 
treatment. Glover (74), however, suggested that her 
patient’s positive response to a trial of covert sensiti- 
zation implicitly supports a cognitively mediated 
model of compulsive shoplifting. The development of 
an etiological model based on response to treatment, 
however, must be made with caution. 


TREATMENT AND PROGNOSIS 


Because most available data on kleptomania focus 
on describing the phenomenon, very few reports of 
successful treatment exist and long-term follow-up is 
lacking. Aversive behavioral treatment, which pairs an 
aversive consequence of stealing with the desire to 
steal, has been used. Keutzer (11) had her patient hold 
her breath when she thought of stealing to rid her of 
the desire to steal; this treatment was successful at 
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10-week follow-up. A more lengthy follow-up period 
may have been helpful in determining the efficacy of 
this form of treatment. 

Covert sensitization pairs an imagined consequence 
of stealing with the desire to steal. To treat a woman 
who had stolen daily for 14 years, Glover (74) had the 
patient associate images of nausea and vomiting with 
the desire to steal. At 19-month follow-up this patient 
had had only one episode of stealing. Gauthier and 
Pellerin (15) also reported successful use of this tech- 
nique at long-term follow-up. 

Although much of the theoretical groundwork has 
been provided by the psychoanalytic community, there 
is little well-organized information regarding the effi- 
cacy of long-term insight-oriented psychotherapy. Psy- 
choanalysts and other psychodynamic therapists have 
claimed success by treating kleptomania and other 
forms of stealing as a symptom of an underlying con- 
flict (47, 48). It is not at all clear whether treatment 
successes are specific for kleptomania, especially be- 
cause the definitions of the disorder in these reports are 
so murky and variable. 

Fishbain (9) used several forms of treatment to cure 
his patient of kleptomania. He used insight-oriented 
and supportive therapies for the patient’s “risk-tak- 
ing” behavior and her guilt feelings related to the effect 
of her kleptomania on her family, respectively. He also 
prescribed medication for depression and behavioral 
modification for the actual stealing. He noted that de- 
pression and stealing rezurned on discontinuation of 
antidepressant medication. These results seem to indi- 
cate that an appropriate treatment for kleptomania is 
antidepressant therapy, but other authars (17, 19) re- 
ported no cessation of kleptemania with antidepres- 
sants. McElroy et al. (20) found that administration of 
serotonergic agents resulted in complete or partial ces- 
sation of stealing in three patients with both bulimia 
and kleptomania. McElroy et al. concluded that be- 
cause appetite, impulsivity, and mood can be affected 
by serotonergic pathways, these drugs may be helpful 
in the treatment of these conditions. 

Although many methods have been used to treat 
kleptomania, perhaps the most common is the self- 
imposed banning of all shopping in an attempt to pre- 
vent theft. Although there have been several reports of 
this self-treatment (17, 19, 20, 74), it may be far more 
common than reported because individuals with klep- 
tomania can impose such “treatment” on themselves 
without having to seek professional help. 


DISCUSSION 
Methodological Difficulties 

The compiling of data for table 1 was complicated 
by a lack of complete information. This incomplete- 


ness may be a reflection of the individual authors’ at- 
tempts to illustrate one or two points about a partic- 
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ular case. Many of the anecdotal reports are based on 
short-term interviews rather than longitudinal encoun- 
ters. Secret characteristics, early trauma, and repressed 
precipitants, therefore, may not be reflected. This lack 
of data undoubtedly affects reliability, Additionally, 
the phenomenon of underreporting important details 
may be a reflection of the covert actions and secret 
nature of the individual with kleptomania rather than 
the deficiency of the reporting authors. Also, most of 
the cases in table 1 were referred from courts. These 
are characteristics of patients who were caught; the 
table tells us nothing about those who elude apprehen- 
sion. Furthermore, many of these cases were undoubt- 
edly chosen for review and publication on the basis of 
characteristics such as sexual dysfunction. It is not 
known whether the authors cited excluded cases with- 
out these interesting features. 

On the cther hand, the analysis of these cases is 
meant to give an overview of available data. Despite 
the various limitations that bias each reported case, it 
is hoped that the information gleaned can be of assis- 
tance in determining more about this mysterious illness 
and can prompt further thought. 


Integration of Existing Data 


Although there is no unified psychological theory 
regarding kleptomania’s etiology, the small amount of 
information available affords us a basis on which we 
can hypothesize about the disorder. It would appear 
that the average person suffering from kleptomania is 
a 35-year-old married woman who has been appre- 
hended for the theft of objects she could easily afford 
and does not need. Her stealing began at age 20 and 
she has been caught several times. A search of her 
house reveals piles of unopened packages of stockings 
and cans of jam. Her acts of theft bring her great relief 
from tension, and she may attempt to force herself to 
remain indoors for fear zhat she will steal. Despite her 
sense of entitlement about the thefts, she feels remorse 
and almost never seeks treatment on her own. Perhaps 
because of guilt or shame or because she is fearful of 
losing the opportunity to steal, she feels compelled to 
kept it a secret. She seems to suffer from a powerfully 
necessary, pervasive, repetitive, and ultimately self-de- 
structive act. A personal history reveals that she is un- 
happily married, may have sexual difficulties, and has 
been dysphoric and moody for many years. She very 
likely has had a tumultuous and stressful childhood. 
Furthermore, she may have a personality disorder. 

In general, theorists have seemed to focus on the 
unusual symptoms of kleptomania rather than exam- 
ining the overall clinical picture. In examining the data 
available to us, many of the details presented here seem 
to raise the possibility of the role of early sexual or 
physical trauma. Indeed, many of the characteristics 
found in those who have been sexually abused (75, 76) 
seem to correspond well with the traits of those who 
have kleptomania. Several statistics illustrate this 
point. In a study of sexually abused women, Herman 
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(76) discovered that, like women with kleptomania, 
many women who had been sexually abused as chil- 
dren complained of major depressive symptoms in 
adult life and suffered from alternating sexual promis- 
cuity and abstinence. Like those with kleptomania (10, 
11, 15, 17-19), sexually abused women developed 
stormy and tormented relationships, often with ex- 
ploitative men. They often felt unvalued by their hus- 
bands, and many had relationships with older men. 
More than half complained of sexual impairment—a 
phenomenon found with some regularity in individuals 
with kleptomania. Indeed, there are many examples of 
sexual preoccupations and intrusive sexual fantasies in 
kleptomania that correspond to those of sexually 
abused women. Herman (76) stated that some sexually 
abused women “‘so thoroughly associated sex with the 
feeling of being dominated and controlled that they 
were unable to relax.” Similarly, Turnbull (10) re- 
ported the case of a woman with kleptomania who 
was passive during sex and had fantasies of being 
beaten by an older woman, which led to orgasm. Dis- 
sociative phenomena, which have been described in 
those with kleptomania, are also seen with regularity 
in those suffering from early abuse (75). 

Another relevant phenomenon, which perhaps has 
stood in the way of our more fully understanding the 
illness, is the secretiveness of the behavior in klepto- 
mania. Indeed, by its very nature, kleptomania is co- 
vert and secretive—much like its sufferers. Could this 
be a reflection of the secrets (either conscious or un- 
conscious) that those who have been abused keep? 

If the literature is accurate, individuals with klepto- 
mania appear to suffer from many abuses—in child- 
hood, marriage, and relationships. This may give us 
some clues as to the origins of the compulsive, addic- 
tive symptoms. Van der Kolk (77), for example, felt 
that trauma can be repeated on many different levels, 
including behavioral, emotional, physiological, and 
neuroendocrine, and that it is associated with physio- 
logical hyperarousal and the compulsion to repeat the 
trauma. l 

According to both animal and human studies (77), 
those who have been exposed to severe stress will 
experience large increases in endogenous opiates and 
catecholamines in response to subsequent stress. This 
chemical shift can produce relief, dependence, and 
withdrawal resembling the response to exogenous opi- 
oids. The victims neutralize their hyperarousal, which 
interferes with their ability to make rational decisions, 
by a variety of addictive behaviors, including compul- 
sive reexposure to situations reminiscent of the 
trauma, such as abusive relationships. Applied to klep- 
tomania, Van der Kolk’s theory could posit that the 
stimulus of theft may condition an opioid response. 
Kleptomania may be the mechanism by which the per- 
son attempts to modulate affective states, gain relief 
from hyperarousal, and prevent withdrawal from the 
addiction (kleptomania). 

Individuals who have been traumatized may show 
an initially good social adjustment but become socially 
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isolated or aggressive when emotionally aroused. They 
also can respond inappropriately to sexual arousal 
(77). This might help to explain the bizarre sexual be- 
havior and ideation of some individuals with klepto- 
mania as well as their isolation and aggression (theft). 

Although the reminiscence of original trauma in 
kleptomania may be in a tumultuous marriage, per- 
haps the theft itself can serve as a representation of the 
trauma—such as “stealing” the father from the mother 
during the father’s exploitation of oedipal longings or 
the compulsion to repeat receiving inappropriate and 
dangerous “gifts”? from the father. It may also repre- 
sent an identification with the aggressor—the woman 
with kleptomania may become like the person who 
robbed her of her childhood. Thus, it is possible that 
kleptomania is a self-abusive behavior that is used in 
the service of modulating affective states and as a cop- 
ing mechanism. Perhaps the act itself is a repetitive 
trauma. Each theft elicits a necessary physiological re- 
sponse, the positive reward of which becomes learned 
and repeated and is representative of a dynamic reen- 
actment. In the sexually abused, these adaptive behav- 
iors ultimately perpetuate chronic feelings of helpless- 
ness, a sense of being bad, and a sense of loss of control 
(77). These feelings and behaviors can lead to great 
social and personal suffering (77)—traits that those 
with kleptomania are well acquainted with. 


CONCLUSIONS 


A more complete biological, behavioral, and devel- 
opmental understanding of kleptomania would help 
alleviate both tremendous cost to the public and un- 
told human suffering. Future research seems to be de- 
pendent on the collection of a larger group of individ- 
uals with the illness. Certainly, prospective studies 
would be desirable. Due to the covert nature of the 
illness and the hesitation of those afflicted to come 
forward, obtaining a large group presents the clinician 
with a challenging task. Prevalence studies using an 
inventory designed to detect other impulse disorders 
(78) have been successful and may be an important 
first step in studying the illness. 

If study groups are selected from the courts, more 
complete, longitudinal evaluations should be per- 
formed. Once a population can be identified, sexual 
abuse inventories should be used (79), results of med- 
ication trials should be recorded, and evidence of dis- 
sociation and other necessary information should be 
gathered (80). Controlled studies comparing subjects 
with kleptomania with other thieves as well as with a 
variety of nonforensic populations and subjects with other 
types of impulse control disorders should be conducted. 

Therapists need to improve their ability to detect all 
of the secretive impulse disorders—a task that requires 
patience. Indeed, the detection of kleptomania, like the 
detection of other sensitive issues, may necessitate a 
lengthy, alliance-based psychotherapy. The initial an- 
swer to a therapist’s questions about a history of se- 
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cretive, impulsive, or compulsive behavior is often neg- 
ative. It is not until later in the therapeutic process, 
when a firm therapeutic alliance has been established, 
that the patient feels free to disclose such behavior. A 
nonjudgmental inquiry during an initial evaluation 
may allow the patient to bring it up at a later date. 


REFERENCES 


1. Cupchik W, Atcheson JD: Shoplifting: an occasional crime of 
the moral majority. Bull Am Acad Psychiatry Law 1383; 11: 
343-352 
2. Winer JA, Pollock GH: Adjustment and impulse control disor- 
ders, in Comprehensive Textbook of Psychiatry, 3rd ed, vol 2. 
Edited by Kaplan HI, Freedman AM, Sadcck BJ. Baltimore, 
Williams & Wilkins, 1980 
3. James IP: A case of shoplifting in the eighteenth century. Med 
Sci Law 1977; 17:200~202 

. Ray I: A Treatise on the Medical Jurisprudence of Insanity. 
Boston, Freeman and Bollen, 1838 

. Pinel P: A Medico-Philosephical Treatise on Insanity. Sheffield, 
Cadell and Davis, 1806 

6. Esquirol E: Treatise on Insanity. Philadelphia, Lea and Blan- 
chard, 1845 

. Gibbens TCN, Prince J: Shoplifting. London, ISTD, 1962 

. Hunter R, Macalpine I: Three Hundred Years of Psychiatry. 
Loncon, Oxford University Press, 1963 
9, Fishbain DA: Kleptomania as risk-taking behavior in response 

to depression. Am J Psychother 1987; 41:558-603 

10. Turnbull JM: Sexual relationships of patients with kleproma- 

nia. South Med J 1987; 80:995~—997 
11. Keutzer CS: Kleptomania: a direct approach to treatment. Br J 
Med Psychol 1972; 45:159-163 

12, Elizur A, Jaffe R: Stealing as a pathological symptom. Isr J 
Psychiatry Relat Sci 1968; 6:52-61 

13. Coid J: Relief of diazepam-withdrawal syndrome by shoplift- 
ing. Br J Psychiatry 1984; 145:552-554 

14. Medlicott RW: Fifty thieves. N Z Med J 1958; 67:1&3-188 

15. Gauthier J, Pellerin D: Management of compulsive shoplifting 
through covert sensitization. J Behav Ther Exp Psychiatry 1982; 
13:73-75 

16. Russell DH: Emotional aspects of shoplifting. Psychiatr Annals 
1973; 3:77-86 

17. McConaghy N, Blaszczynski A: Imaginal desensitization: a 
cost-effective treatment in two shop-lifters and a binge-eater 
resistant to previous therapy. Aust N Z J Psychiatry 1988; 22: 
78-82 

18. Davis H: Psychiatric aspects of shoplifting. S Afr Med J 1979; 
55:885-887 

19. Gudjonsson GH: The significance of depression in the mecha- 
nism of compulsive shoplifting. Med Sci Law 1987; 27:171- 
176 


in A 


o0 N 


20. McElroy SL, Keck PE, Pope HG, et al: Pharmacological treat- 


ment of kleptomania and bulimia nervosa, ] Clin Psychophar- 
macol 1989; 9:358—360 

21. Yates E: The influence of psycho-social factors on non-sensical 
shoplifting. Int J Offender Therapy and Comparative Criminol- 
ogy 1986; 30:203-211 

22. Moore R: Shoplifting in middle America: patterns and motiva- 
tional correlates. Int J Offender Therapy and Comparative 
Criminology 1984; 28:53-64 

23. Arbodela-Florez J, Durie H, Costello J: Shoplifting—an ordi- 
nary crime? Int J Offender Therapy and Comparative Criminol- 
ogy 1977; 21:201-207 

24. Schlueter GR, O’Neal FC, Hickey J, et al: Rational vs nonra- 
tional shoplifting types: the implications for loss prevention 
strategies. Int J Offender Therapy and Comparative Criminol- 
ogy 1989; 33:227-239 

25. Arieff AJ, Bowie CG: Some psychiatric aspects of shoplifting. J 
Clin Psychopathol 1947; 8:565—576 

26. Bradford J, Balmaceda R: Shoplifting: is there a specific psychi- 


995 


KLEPTOMANIA 


Zi. 
28. 


29. 


30. 


31. 


32. 


33. 
34. 
35. 
36. 


37, 
38. 


39. 
40, 
41, 
42, 
43, 
44, 
45. 
46. 
47. 
48. 
49, 
50. 
51. 


52. 


atric syndrome? Can J Psychiatry 1983; 28:248-253 

Gibbens TCN: Shoplifting. Med Leg J 1962; 30:6~19 

Casper RC, Eckert ED, Halmi KA, et al: Bulimia. Arch Gen 
Psychiatry 1980; 37:1030-1035 

Hudson JI, Pope HG, Jonas JM, et al: Phenomenologic relation- 
ship of eating disorders zo major affective disorders. Psychiatry 
Res 1983; 9:345-354 

Pierloot RA, Wellens W, Houben ME: Elements of resistance to 
a combined medical and psychotherapeutic program in ano- 
rexia nervosa. Psychother Psychosom 1975; 26:101—117 
Hatsukami D, Mitchell JE, Eckert E, et al: Characteristics of 
patients with bulimia only, bulimia with affective disorder, and 
bulimia with substance abuse problems. Addict Behav 1986; 
11:399-406 

Whitaker A, Johnson J, Shaffer D, et al: Uncommon troubles in 
young people: prevalence estimates of selected psychiatric dis- 
orders in a nonreferred adolescent population. Arch Gen Psy- 
chiatry 1990; 47:487-496 

Singer BA: A case of k-eptomania. Bull Am Acad Psychiatry 
Law 1978; 66:414-418 

Meyers TJ: A contribution to the psychopathology of shoplift- 
ing. J Forensic Sci 1970: 15:295-310 

Guze SB: Criminality and Psychiatric Disorders. New York, 
Oxford University Press, 1976 

Roy M: Shoplifting as a symptom of stress in families of men- 
tally handicapped persons: a case report. Br J Psychiatry 1988; 
152:845-846 

Ellenberger HF: The Discovery of the Unconscious. New York, 
Basic Books, 1970 

Fishbain D: Shoplifting as a symptom of stress in families of 
mentally handicapped persons: a case report (letter). Br J Psy- 
chiatry 1988; 153:713 

Fenichel O: The Psychoanalytic Theory of Neurosis. New York, 
WW Norton, 1945 

Wittels F: Kleptomania and other psychopathic crimes. J Crim 
Psychopath 1942; 4:205—216 

Wittels F: Some remarks on kleptomania. J Nerv Ment Dis 
1929; 69:241-251 | 

Wise TN: Fetishism—etiology and treatment: a review from 
multiple perspectives. Compr Psychiatry 1985; 26:249~257 
Friedman M: Cleptomania: the analytic and forensic aspects. 
Psychoanal Rev 1930; 17:452-470 

Benedek TF: Sexual function in women and their disturbance, in 
American Handbook of Psychiatry, 1st ed, vol I. Edited by Ar- 
ieti S. New York, Basic Books, 1960 

Bleuler E: Textbook of Psychiatry. New York, Macmillan, 1924 
Henderson D, Batchelor I: Textbook of Psychiatry. London, 
Oxford Press, 1962 

Chadwick M: A case of kleptomania in a girl of ten years, Int J 
Psychoanal 1925; 6:300-312 

Levy E: Psychoanalytic treatment of a child with a stealing com- 
pulsion. Am J Orthopsychiatry 1934; 4:1-23 

Menaker E: A contribution to the study of the neurotic stealing 
symptom. Am J Orthopsychiatry 1939; 9:368~378 
Schmideberg M: The psycho-analysis of asocial children and 
adolescents. Int J Psychoanal 1935; 16:22-48 

Abraham K: Manifestations of the female castration complex, 
in Selected Papers on Psychoanalysis. New York, Basic Books, 
1953 

Glover E: Selected Papers on Psychoanalysis, vol 2. New York, 
International Universities Press, 1960 


996 


53; 
54, 
55. 
56. 
57. 
58. 


59. 


60. 
61. 


62. 


63. 
64, 
65. 
66. 
67. 
68. 
69. 
70. 
71. 


Tà, 


73. 
74. 


75. 


76. 
ge 


78. 
79. 
80. 


Rado S: Fear of castration in women. Psychoanal Q 1933; 2:424— 
475 l 

Bergler E: The Basic Neurosis. New York, Grune & Stratton, 
1949 

Allen A: Stealing as a defense. Psychoanal Q 1965; 34:572-583 
Aichorn A: Wayward Youth. New York, Viking Press, 1935 
Alexander F, Healy W: Roots of Crime. New York, Alfred A 
Knopf, 1935 

Castelnuovo-Tedesco P: Stealing, revenge and the Monte Cristo 
complex. Int J Psychoanal 1974; 55:169-177 

Cooper AM, Francis A, Sacks M: The psychoanalytic model, in 
Psychiatry, vol 1. Edited by Michels R, Cooper AM, Guze SB, et 
al. Philadelphia, JB Lippincott, and New York, Basic Books, 
1990 

Winnicott DW: The antisocial tendency, in Collected Papers. 
London, Tavistock, 1958 

Kligerman C: A discussion of the paper by Pietro Castelnuovo- 
Tedesco on “stealing, revenge and the Monte Cristo complex.” 
Int J] Psychoanal 1974; 55:179-181 

Tolpin PH: A change in the self: the development and transfor- 
mation of an idealizing transference. Int J Psychoanal 1983; 
64:461-483 

Abrahamsen D: Crime and the Human Mind. New York, Co- 
lumbia University Press, 1964 

Laughlin HP: The Neuroses in Clinical Practice. Philadelphia, 
WB Saunders, 1956 

Jenike MA: Trichotillomania (letter). N Engl J Med 1990; 322: 
472 

Simpson CA, Porter GL: Self-mutilation in children and adoles- 
cents. Bull Menninger Clin 1981; 45:428-438 

Mendez MF: Pathological stealing in dementia. J Am Geriatr 
Soc 1988; 36:825-826 

Khan K, Martin ICA: Kleptomania as a presenting feature of 
cortical atrophy. Acta Psychiatr Scand 1977; 56:168—172 
Chiswick D: Shoplifting, depression and an unusual intracranial 
lesion (case report). Med Sci Law 1976; 16:266-268 

Zoric FJ, Salis PJ, Roth T, et al: Narcolepsy and automatic 
behavior: a case report. J Clin Psychiatry 1979; 40:194-197 
Moak G, Zimmer B, Stein E: Clinical perspectives on elderly 
first-offender shoplifters. Hosp Community Psychiatry 1988; 
39:648-651 

Todd J: Pharmacogenic shoplifting? (letter). Br Med J 1976; 
1:150 

Segal M: Shoplifting (letter). Br Med J 1976; 1:960 

Glover J: A case of kleptomania treated by covert sensitization. 
Br J Clin Psychol 1985; 24:213-214 

Stone MH: Individual psychotherapy with victims of incest, in 
Treatment of Victims of Sexual Abuse. Edited by Kluft RP. 
Philadelphia, WB Saunders, 1989 

Herman JL: Father-Daughter Incest. Cambridge, Mass, Har- 
vard University Press, 1981 

Van der Kolk BA: The compulsion to repeat the trauma, in 
Treatment of Victims of Sexual Abuse. Edited by Kluft RP. 
Philadelphia, WB Saunders, 1989 

Volberg RA, Steadman HJ: Refining estimates of pathological 
gambling. Am J Psychiatry 1988; 145:502-505 

Jacobson A: Physical and sexual] assault histories among psy- 
chiatric outpatients. Am J Psychiatry 1989; 146:755—-758 
Demitrack MA, Putnam FW, Brewerton TD, et al: Relation of 
clinical variables to dissociative phenomena in eating disorders. 
Am J Psychiatry 1990; 147:1184-1188 


Am ] Psychiatry 148:8, August 1991 


Regular Articles 





Patient Predictors of Response to Psychotherapy 


and Pharmacotherapy: Findings in the NIMH Treatment 
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Janet Moyer, M.S., and Mary Ellen Oliveri, Ph.D. 


Objective: The authors investigated patient characteristics predictive of treatment re- 
sponse in the National Institute of Mental Health (NIMH) Treatment of Depression Col- 
laborative Research Program. Method: Two hundred thirty-nine outpatients with major 
depressive disorder according to the Research Diagnostic Criteria entered a 16-week multi- 
center clinical trial and were randomly assigned to interpersonal psychotherapy, cognitive- 
behavior therapy, imipramine with clinical management, or placebo with clinical manage- 
ment. Pretreatment sociodemographic features, diagnosis, course of illness, function, 
personality, and symptoms were studied to identify patient predictors of depression severity 
(measured with the Hamilton Rating Scale for Depression) and complete response (measured 
with the Hamilton scale and the Beck Depression Inventory). Results: One hundred sixty- 
two patients completed the entire 16-week trial. Six patient characteristics, in aadition to 
depression severity previously reported, predicted outcome across all treatments: social dys- 
function, cognitive dysfunction, expectation of improvement, endogenous depression, dou- 
ble depression, and duration of current episode. Significant patient predictors of differential 
treatment outcome were identified. 1) Low social dysfunction predicted superior response to 
interpersonal psychotherapy. 2) Low cognitive dysfunction predicted superior response to 
cognitive-behavior therapy and to imipramine. 3) High work dysfunction predictea superior 
response to imipramine. 4) High depression severity and impairment of function predicted 
superior response to imipramine and to interpersonal psychotherapy. Conclusions: The re- 
sults demonstrate the relevance of patient characteristics, including social, cognitive, and 
work function, for prediction of the outcome of major depressive disorder. The) provide 
indirect evidence of treatment specificity by identifying characteristics responsive to different 
modalities, which may be of value in the selection of patients for alternative treatments. 

(Am J Psychiatry 1991; 148:997-1008) 
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PATIENT PREDICTORS OF RESPONSE 


Ji n the effort to understand the variability of response 
to treatments for depression, the relevance of pa- 
tient characteristics has received much attention. Nev- 
ertheless, relatively little systematic research has exam- 
ined the predictive value of these characteristics in 
studies comparing difterent forms of psychotherapy 
and pharmacotherapy. Certain characteristics of the 
patient and the nature of the depression may be gen- 
eral indicators of prognosis irrespective of treatment, 
while others may be indicators of response to individ- 
ual treatments alone or of differential treatment out- 
come, that is, preferential response to one or more 
treatments compared to others. The elucidation of pre- 
dictors of response addresses an important aspect of 
treatment specificity by characterizing the type of pa- 
tients for whom a treatment is most or least effective; 
it could also have direct clinical applicability in the 
selection of patients for the most appropriate treat- 
ment modality. In addition, some predictors of re- 
sponse to treatment may provide indirect evidence 
about the putative specific mechanism of a particular 
modality by indicating patient characteristics that are 
especially responsive to it, such as functional and re- 
lational capacities or tvpe of depression. This may be 
especially important because only limited evidence 
about differential treatment effects on measures of out- 
come hypothesized to be specific to each modality has 
emerged from this study (1, 2). Although we chose to 
consider patient characteristics initially, since there is 
some indication from the literature (3, 4) that they 
have greater influence on outcome, we plan to address 
therapist, relationship, and process variables in future 
analyses. 

Comprehensive reviews of general predictors of re- 
sponse to psychotherary (5, 6) and to tricyclic antide- 
pressants (7—9) reveal that the literature is character- 
ized by lack of consensus about or replication of many 
findings. The general predictors of response to psycho- 
therapy that have emerged have been derived from 
many studies based on various psychotherapies, often 
in small and heterogeneous samples of patients with 
diverse disorders. Other major reasons for the incon- 
sistent findings among studies include lack of specifi- 
cation of the treatment, variability of inclusion and 
diagnostic criteria, lack of standardization of outcome 
measures, variability of criteria for improvement, and 
differences in selection of patient variables and meas- 
ures investigated. 

The purpose of this article is to report the patient 
characteristics that predicted treatment response in the 
National Institute of Mental Health (NIMH) Treat- 
ment of Depression Collaborative Research Program 
(10), which was the first multicenter, comparative clin- 
ical treatment trial in the field of psychotherapy re- 
search initiated by NIMH. This study compared the 
efficacy of interpersonal psychotherapy, cognitive-be- 
havior therapy, imipramine with clinical management 
(as a standard reference condition), and placebo with 
clinical management (as a control condition) for out- 
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patients with nonbipolar, nonpsychotic major depres- 
sive disorder. 

Several features of the Collaborative Research Pro- 
gram clinical trial design were considered advanta- 
geous for the study of the relation of patient predictors 
to treatment outcome. First, the multisite, common 
protocol design permitted study of a larger sample 
than do most single-site studies, but with uniformity of 
diagnosis and severity of depression across sites. Sec- 
ond, the extraordinary standardization of the thera- 
pies—with treatment manuals, therapist training, and 
monitoring of the quality of performance—would en- 
hance the prediction of response to specific treatments 
by reducing the variability of the treatments them- 
selves. Third, the use of a control condition, placebo 
with clinical management, would help differentiate 
predictors of response to specific treatments from pre- 
dictors of general response or response to nonspecific 
treatment. Fourth, the use of standard outcome meas- 
ures and response criteria would permit better com- 
parison with the results of other studies. We examined 
predictors in two groups of patients: 1) those who 
completed the course of treatment, in order to search 
for predictors of outcome when there was full expo- 
sure to the specific ingredients of the therapies, and 2) 
all of those who entered the treatment trial, including 
those who withdrew before completion, in order to 
search for predictors of the full range of outcomes. 

In previous single-site comparative treatment studies 
of interpersonal psychotherapy and cognitive-behavior 
therapy whose results would be most comparable to 
those of the NIMH Treatment of Depression Collab- 
orative Research Program, some patient predictors of 
response to psychotherapy and tricyclic antidepres- 
sants were reported. Among the six studies that re- 
ported patient predictors of response to cognitive-be- 
havior therapy, one (11) found that pretreatment 
symptom severity was significantly associated with 
negative outcome at termination, while another (12) 
reported an association with positive outcome. Incon- 
sistent findings were reported for endogenous depres- 
sion (13, 14). Learned resourcefulness, assessed by the 
Self-Control Schedule, was found to be related to pos- 
itive outcome (11, 15). Cognitive dysfunction, as meas- 
ured by the Dysfunctional Attitude Scale, predicted 
poor response at termination for group cognitive-be- 
havior therapy (16) and negative outcome at 1-year 
follow-up, though not at termination, for individual 
cognitive-behavior therapy (17). 

Among studies of patient predictors of outcome in 
interpersonal psychotherapy, initial social adjustment 
on the Social Adjustment Scale and an index of emo- 
tional freedom, education, and occupation predicted 
positive outcome in social adjustment but not depres- 
sion severity (4). Endogenous depression was associ- 
ated with poorer outcome for interpersonal psycho- 
therapy than for tricyclic or combination treatment 
(18). Situational depression was associated with favor- 
able response to either interpersonal psychotherapy or 
a tricyclic antidepressant (19), 
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Among these studies, there were several patient 
characteristics that predicted response to tricyclic an- 
tidepressants. Endogenous depression was associated 
with favorable outcome with an antidepressant alone 
or in combination with interpersonal psychotherapy 
(18), as well as good outcome for patients who com- 
pleted treatment, but poor outcome for those who 
dropped out (14). Depression severity was related to 
negative outcome (11), and learned resourcefulness 
was related to poor response (15). 


METHOD 


A common protocol was conducted at three clinical 
research sites with a prospective, random-assignment, 
placebo-controlled design, double-blind for pharmaco- 
therapy and with independent, blind clinical evalua- 
tion. A detailed description of the background and de- 
sign of the main treatment study and the pilot training 
study has been previously published (10). 

The subjects were male and female outpatients be- 
tween the ages of 21 and 60 years who met the Re- 
search Diagnostic Criteria (RDC) for a current, defi- 
nite episode of major depressive disorder on the basis 
of the Schedule for Affective Disorders and Schizo- 
phrenia (SADS) (20) structured interview and who had 
a score of 14 or more on the 17-item modified version 
of the Hamilton Rating Scale for Depression (21) for at 
least 2 weeks before initial screening and again at re- 
screening after a 1- to 2-week wait or drug washout 
period. Exclusion criteria consisted of other specific 
psychiatric disorders, medical contraindications for 
the use of imipramine, concurrent psychiatric treat- 
ment, current active suicide potential, and need for 
immediate treatment. Patients were clinically referred, 
voluntary research subjects who gave written informed 
consent to participate. 

All 28 therapists were experienced psychiatrists and 
psychologists who had received further clinical train- 
ing by independent expert trainers and had met com- 
petence criteria in order to participate. Their perfor- 
mance was monitored throughout the study (10, 22— 
24). Treatments were conducted in accord with detailed 
manuals that specified the theoretical rationale, strat- 
egies, techniques, and boundaries of each modality (25— 
27). All treatments were planned to be 16 weeks in 
duration and to consist of 16—20 sessions. The phar- 
macotherapy dosage schedule was flexible, with a goal 
of 200 mg and a maximum of 300 mg. The clinical 
management component for the pharmacotherapy 
conditions provided not only guidelines for medication 
monitoring and management but also support, encour- 
agement, and advice as necessary, although specific 
psychotherapy interventions were proscribed. 

The total sample (N=239) comprised all patients 
who actually entered treatment from among the 250 
patients who met inclusion criteria and were randomly 
assigned, The completer sample comprised only the 
patients who completed at least 12 sessions and 15 
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weeks of treatment and had clinical evaluations at ter- 
mination. Clinical evaluations were available for 155 
patients on the Hamilton depression scale for analyses 
of depression severity and for 156 patients for analyses 
of complete response (because of the inclusion of an 
additional patient for whom the Beck inventory score 
only was available). There were no statistically sig- 
nificant differences between treatments in overall at- 
trition, treatment-related attrition, or symptomatic 
failure. Seven patients did not have termination eval- 
uations (1). The findings on comparative treatment ef- 
ficacy with regard to depressive symptoms and general 
functioning, modality-specific measures of change, and 
the temporal course of treatment effect have been re- 
ported elsewhere (1, 2, and manuscript by J.T. Wat- 
kins et al., submitted for publication). 

A comprehensive review of the literature was under- 
taken to identify patient predictors of response to cog- 
nitive-behavior therapy, interpersonal psychotherapy, 
and psychotherapy in general, as well as to tricyclic 
antidepressants and imipramine in particular. Among 
the predictor variables for which there was evidence of 
stability and replication, a limited set of independent 
variables for the multivariate analyses was selected on 
the basis of the distribution, intercorrelation, reliabil- 
ity, and face validity of the relevant measures. Person- 
ality disorders were added on the basis ot experience in 
the pilot study. Because of the potential importance of 
a cognitive function predictor for cognitive-behavior 
therapy, the Dysfunctional Attitude Scale total score 
was selected on an exploratory basis. Two subsequent 
reports suggesting its relationship to outcome (see the 
beginning of this article) confirmed that decision. 

The 26 independent variables were grouped within 
three domains: 1) sociodemographic variables—age, 
sex, marital status, social class; 2) diagnostic and 
course variables—endogenous, recurrent, primary, sit- 
uational, and double depression, melancholia, family 
history of affective disorder, age at onset of first epi- 
sode, duration of current episode, acuteness of onset of 
current episode, and number of previous episodes; and 
3) function, personality, and symptom variables—so- 
cial dysfunction, work dysfunction, cognitive dysfunc- 
tion, social satisfaction, expectation of improvement, 
number of personality disorders, dramatic personality 
disorder, odd personality disorder, anxiety, somatiza- 
tion/hypochondriasis, and interpersonal sensitivity. 

The dependent measures of depression outcome at 
termination were 1) complete response, a stringent cat- 
egorical measure based on the combination of a 17- 
item Hamilton depression scale score less than or equal 
to 6 and a Beck Depression Inventory (28) score less 
than or equal to 9, and 2) depression severity, a con- 
tinuous measure based on the 23-item Hamilton de- 
pression scale score, which included cognitive and 
atypical vegetative symptom items. Two dependent 
variables were selected to examine predictors of com- 
plete response or remission and change in the severity 
of depression, which would reflect partial response as 
well. One measure was based solely on clinical evalu- 
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ator ratings, while the other also incorporated patient 
self-reports. Scores were based on ratings at termina- 
tion of treatment for completers and on the last rating 
obtained for patients who were withdrawn or dropped 
out (generally, at either interim or early termination 
evaluation, but for 20 early dropouts, at rescreening 
evaluation). The interrater reliability, as assessed by 
intraclass correlation coefficients, for the Hamilton 17- 
item scale score ranged from 0.92 to 0.96 across sites 
and from 0.90 to 0.98 within sites; for the Hamilton 
23-item scale score it ranged from 0.93 to 0.96 across 
sites and from 0.89 to 0.98 within sites. The Beck 
inventory total score showed good internal consis- 
tency, with an alpha coefficient equal to 0.78. The per- 
centages of patients achieving complete response were 
43.6% (N=68) and 31.4% (N=75) in the completer 
and total samples, respectively. The mean+SD depres- 
sion severity scores at termination were 9.43+7.33 
and 13.92+10.19 in the completer and total samples, 
respectively. 


Data Analysis 


To reduce further the number of independent pa- 
tient variables from the initial set of 26 for the main 
predictor analyses across treatments, preliminary mul- 
tiple regression analyses were conducted within each 
individual treatment condition, and only the most con- 
sistent predictors of outcome within individual treat- 
ments were selected for the main analyses. In both the 
total sample and the completer sample, initial analyses 
were conducted for independent variables in each of 
the three single domains, and then the “best” subsets 
of predictor variables within each domain were com- 
bined, with the pretreatment Hamilton depression 
score included, in final analyses conducted for each 
outcome measure. For these preliminary analyses we 
used the method of all possible subsets regression (29), 
which examines all possible models containing the in- 
dependent variables and selects the “best” subsets on 
the basis of an algorithm that uses the criterion of 
minimal Mallow’s C, (30) to select the regression 
model which minimizes the total mean squared error 
and bias. Each variable in the model contributed a 
minimum of 2% of the variance to the adjusted R* 
value and had a regression coefficient significant at 
p<0.10. 

The subsets of predictor variables that emerged from 
these multiple regression analyses together constitute a 
model which best predicts outcome and are indicators 
of the relative likelihood of favorable or unfavorable 
outcome for each individual treatment. It should be 
emphasized, however, that the results do not identify 
the relative importance of any single variable, since the 
effect of each variable on outcome variance takes into 
account the partial effects of all of the other variables 
in the model. We recognize that, given the number of 
initial patient variables and the size of the groups in the 
individual treatment ccnditions, there is an increased 
risk of chance findings because of the inherent limita- 
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tions of the regression analytic approach. We therefore 
consider these analyses exploratory in nature. While 
certain predictor relationships: replicated earlier find- 
ings, other predictors will require further attempts to 
replicate. 

The main data analyses examined the evidence for 
possible predictors of outcome across all treatments 
and of differential outcome among treatments. Only 
13 variables were selected for these analyses, which 
were the most consistent predictors of outcome in the 
final regression analyses within individual treatments, 
having been predictors in at least two of the four anal- 
yses and at a level of significance of p<0.05 in at least 
one. For depression severity as a continuous measure 
of outcome, analyses of covariance (ANCOVAs) were 
performed, with treatment (four levels) and predictors 
(two or more levels) as factors in the design and with 
pretreatment depression severity and marital status as 
covariates. Marital status was included because it was 
significantly related to outcome and unevenly distrib- 
uted among treatment conditions. For continuous pre- 
dictor variables, patients were divided into two groups 
by using a median split in score. Significant main ef- 
fects identified patient variables that predicted out- 
come across treatments. Significant Predictor by Treat- 
ment interactions identified differential treatment effects 
of patient variables on outcome. For complete re- 
sponse as a categorical measure of outcome, log linear 
analyses (Treatment by Predictor by Response) were 
performed, and the “best fit” models were examined 
for predictor main effects as well as Predictor by Treat- 
ment interactions. A significance level of p<0.10 was 
chosen for the overall difference among treatments. 
The Bonferroni correction for multiple comparisons 
was used, so for any individual treatment comparison 
the obtained probability level had to be <0.017 to be 
considered significant at an adjusted alpha level of 
<0.10. 


RESULTS 


Preliminary Predictors Within Individual Treatments 


Cognitive-behavior therapy. The most consistent 
predictor findings indicated that patients were rela- 
tively more responsive to cognitive-behavior therapy if 
there was lower initial cognitive dysfunction, briefer 
duration of the current episode of depression, absence 
of a family history of affective disorder, later age at 
onset, and a history of more previous episodes of de- 
pression. Furthermore, among completers, married pa- 
tients were relatively more responsive to this therapy. 

Interpersonal psychotherapy. Less social dysfunc- 
tion was associated with complete response in both 
samples, accounting for 12%-—13% of the outcome 
variance, and was also associated with good outcome 
on depression severity in the total sample. The most 
consistent predictor findings demonstrated that pa- 
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TABLE 1. Patient Variables Studied for Their Effect on Outcome of a Trial of Psychotherapy or Pharmacotherapy in a Sample of De- 


pressed Patients 





Variable 


Age (years) 
Mean 
SD 

Sex (female) 


% 
Marital status 
Married 
N 
% 
Single 
N 
% 


Separated/divorced/widowed 
N 


% 
Endogenous depression 
N 


% 
Double depression! 


Family history of affective disorder 
N 


% 
Duration of current episode >6 months 


% 
Acuteness of onset (<3 months) 
N 


% 

Cognitive dysfunction score 
Mean 
SD 

Social dysfunction score 
Mean 


Work dysfunction score 
Mean 
SD 
Anxiety score 
Mean 
SD 
Patient expectation of improvement 
(much or completely better) 
N 


% 


Instrument 


Sociodemographic form 
Sociodemographic form 


Sociodemographic form 


Research Diagnostic Criteria 

Research Diagnostic Criteria 

Family psychiatric history? 

Research Diagnostic Criteria 

Schedule for Affective Disorders and Schizophrenia 
Dysfunctional Attitude Scale 

Social Adjustment Scale‘ 


Social Adjustment Scale® 


Schedule for Affective Disorders and Schizophrenia” 


Attitudes and expectations form! 


Patients Who 


Completed Total Group 
Therapy Trial of Patients 
(N= 162)" (N=239)° 
35.3 35.0 
8.2 8.5 
109 15 
67.3 70.3 
67 96 
41.4 40.2 
37 53 
22.8 26.4 
58 30 
35.8 33.5 
64 31 
39.5 38.1 
43 71 
26.7 29.8 
40 58 
24.8 28.6 
97 141 
59.9 $9.0 
68 100 
42.2 42.9 
141.6 139.3 
35.6 34.9 
2.9 2.9 
0.8 0.7 
2.7 Qf 
0.8 0.8 
12.0 12.4 
4.6 4.7 
115 162 
71.0 68.1 


“Includes seven patients who completed the trial but did not have termination evaluations. 
Percents are based on slightly varying Ns because of missing data in some instances. 
“Defined as major depressive disorder plus chronic minor depression or intermittent Gepressive disorde:. 
Presence of family history indicated by confirmed diagnosis of depression or mania in the patient’s parents, siblings, or children. 
-Total scale score, where a low score indicates the absence of dysfunctional attitudes (range=0~—280). 
‘Mean for 11 items in social and leisure activities subscale, where a low score indicates the absence of i impairment (range= 1-5). 
®Mean for applicable items in the work outside the house, work at home, and student subscales, where a low score indicates the absence of 


impairment (range= 1—5), 


Sum of five subscale items including panic and psychic and somatic anxiety symptoms (range=4—30). 
‘Patient’s global response regarding his or her expectation of improvement with treatment. 


tients, particularly males, who had a lower pretreat- 
ment level of social dysfunction, who were separated 
or divorced, and who had higher interpersonal sensi- 
tivity and overall higher satisfaction with social rela- 
tionships were more responsive to interpersonal psy- 


Am J Psychiatry 148:8, August 1991 


chotherapy. In addition, there was some evidence that 
patients with more acute onset and endogenous de- 
pressive episodes but not double depression responded 
more favorably to this psychotherapy. 

Imipramine with clinical management (imipramine- 
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TABLE 2. Patient Predictor Main Effects for Two Measures of Outcome in Depressed Patients Who Completed a Trial of Psychotherapy or 


Pharmacotherapy 


Depression Severity (N=155) 


Outcome Measure 


Complete Response (N=156) 


ee Sa a Patients With Patients With 
Medianior Median or Scores Below Scores Above 
Depression Depression Median or Median or 
Subtype Subtype Depression Depression Log Linear 
Absent Present ANCOVA Subtype Subtype Analysis 
Sacre a ak Absent Present So 
Adjusted Adjusted F ———————— x? 
Predictor Variable Mean SE Mean SE (df=1, 144) p N % N % (df=1) p 
Cognitive dysfunction 8.5 0.8 10.7 0.8 3.6 0.06 43/79 54 25/77 32 8.0 0.005 
Patient expectation of 
improvement 11.4 1.1 8.8 07 4.3 0.04 53/111 48 15/45 33 2.6 0.11 
Endogenous depres- 
sion 10.5 0.8 8.1 09 3.9 0.02 37/94 39 31/62 S50 2.0 n.s. 
Double depression 8.6 07 11.5 11 4,9? 0.04 $2/115 45 16/40 40 0.2 n.s. 
Social dysfunction 98 09 9.6 0.8 0.0 ns. 39/76 51 29/80 36 2.8 0.09 
Age 8.7 0.9 10.3 0.8 1.7 n.s. 40/76 53 28/80 35 4.5 0.03 
*df=1, 143. 


CM). Higher work dysfunction was the most robust 
predictor of good outcome with imipramine-CM in the 
completer sample for both complete response and de- 
pression severity. The most consistent predictor find- 
ings indicated that, overall, the patients who showed 
the most work dysfunction responded best to the ef- 


fects of imipramine-CM, as did those with highest de-. 


pression severity and endogenous or primary depres- 
sion, but those with dramatic personality disorder 
responded poorly. In the total sample, patients who 
were not married, had a high level of cognitive dys- 
function, or had a low expectation of improvement 
with treatment responded more poorly. 

Placebo with clinical management (placebo-CM). 
Among the more consistent predictors, patients of 
younger age and with higher expectation of improve- 
ment appeared to respond more favorably to placebo- 
CM. Patients with higher levels of initial anxiety and 
depression severity responded less favorably, as did 
patients with double depression, who had a lower like- 
lihood of complete response. Low cognitive dysfunc- 
tion and dramatic personality disorder were associated 
with worse outcome on depression severity in the total 
sample only, suggesting a possible relation to attrition 
in this condition. 


Main Predictors of Response Across Treatments 


The 13 variables most consistently predictive of out- 
come within treatments, which were selected for ex- 
amination of potential prediction of outcome across all 
treatments or of differential outcome among treat- 
ments, were age, sex, marital status, endogenous de- 
pression, double depression, family history of affective 
disorder, duration of current episode, acuteness of on- 
set, cognitive dysfunction, social dysfunction, work 
dysfunction, anxiety, and patient expectation of im- 
provement. Table 1 shows their distribution in both 


1002 


samples, the instruments with which they were as- 
sessed, and notes on their content and scoring. 

Overall predictor effects. Six patient predictors of 
outcome of the episode of depression across all treat- 
ment conditions were identified from the main effects 
in the ANCOVAs and log linear analyses in the com- 
pleter sample (table 2), and another predictor was 
identified in the total sample only. Lower cognitive 
dysfunction and higher patient expectation of im- 
provement were significantly associated with both a 
greater likelihood of complete response and a lower 
level of depression severity at termination. Significant 
main effects for expectation of improvement were also 
present in the total sample for both measures, and a 
trend effect was present for cognitive dysfunction on 
complete response. Although not evident in the com- 
pleter sample, shorter duration of the current episode 
was significantly associated with both complete re- 
sponse (x*=2.9, df=1, p=0.09) and lower depression 
severity (F=5.43, df=1,228, p=0.02) in the total 
sample, suggesting that the influence of length of epi- 
sode on recovery was more notable among patients 
who discontinued treatment, particularly in the pla- 
cebo condition. 

Endogenous depression was significantly associated 
with lower depression severity, whereas double depres- 
sion was associated with higher depression severity, in 
both the completer and total samples. However, nei- 
ther variable predicted complete response, suggesting a 
relation to residual depressive symptoms but not re- 
mission per se across all conditions. Lower social dys- 
function was significantly associated with a greater 
likelihood of complete response in both samples but 
was not related to level of residual depressive symp- 
toms. There was one significant main effect of age on 
complete response in the completer sample only, with 
older patients less responsive, particularly in the phar- 
macotherapy conditions. 
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FIGURE 1. Social Dysfunction as a Predictor of Differential Re- 
es a Treatment in the Total Sample of Depressed Patients 
=239) 
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“CBT =cognitive-behavior therapy; IPT=interpersonal psychother- 
apy; IMI=imipramine; PLA=placebo. 
bIPT significantly less than PLA (t=3.6, df=65, p=0.0005). 


Differential predictor effects. In the ANCOVAs, two 
of the variables, social dysfunction and cognitive dys- 
function, demonstrated significant differential treat- 
ment effects on depression severity as outcome in the 
total sample. Because of considerable heterogeneity of 
regression with regard to pretreatment depression se- 
verity, these analyses included only marital status as a 
covariate. For social dysfunction (figure 1), as meas- 
ured by the score on the social and leisure activities 
subscale of the Social Adjustment Scale, there was a 
significant overall Treatment by Predictor interaction 
(F=2.84, df=3, 229, p=0.04). When the sample was 
divided at the median score into high and low social 
dysfunction, the significant treatment effect appeared 
only in the group with low social dysfunction (F=4.37, 
df=3, 116, p=0.006), such that interpersonal psycho- 
therapy patients had the lowest mean depression se- 
verity scores at termination, significantly superior to 
scores in the placebo-CM group. Although there were 
no significant differences among treatments in the 
group with high social dysfunction (F=1.44, df= 
3, 111, n.s.), it should be noted that interpersonal psy- 
chotherapy patients had the highest mean severity in 
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FIGURE 2. Cognitive Dysfunction as 2 Predictor cf Differential Re- 
sponse to Treatment in the Total Sample of Depressed Patients 
(N=239)° 
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ÞIMI significantly less than PLA (t=3.8, df=59, p=0.0003); CBT 
significantly less than PLA (t=2.7, df=56, p=0.C09). 


Paina 


that group and the lowest severity in tae low social 
dysfunction group. Thus, level of social functioning 
most differentiated treatment response among patients 
who received interpersonal psychotherapy. 

For cognitive dysfunction (figure 2), as measured by 
the total score on the Dysfunctional Attitude Scale, 
there was a significant overall Treatment by Predictor 
interaction (F=4.27, df=3, 229, p=0.005) in the total 
sample. When separate ANCOVAs were performed 
for the high and low cognitive dysfunction groups di- 
vided at the median, the significant treatment effect 
appeared only in the low cognitive dysfunction group 
(F=4.97, df=3, 112, p=0.003), such that patients 
who received imipramine-CM and patients who re- 
ceived cognitive-behavior therapy had significantly 
lower depression severity scores at termination than 
patients who received placebo-CM. Treatment with 
imipramine-CM yielded the lowest meen depression 
severity score. Among the high cognitive dysfunction 
group, there were no significant differeaces between 
any of the active treatments and placebo-CM treat- 
ment (F= 1.56, df=3, 115, n.s.). It is important to note 
that neither predictor directly distinguished differential 
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FIGURE 3. Work Dysfunction as a Predictor of Differential Response response if they were treated with imipramine-CM 





































to Treatment in the Completer Sample of Depressed Patients (N= than did those with high cognitive dysfunction (odds 
139) ratio=4.6; y2=5.8, df=1, p<0.05). 
N There was a further significant interaction for work 
dysfunction (x?=6.7, df=3, p=0.08) (figure 3), and 
LOW: < Median the significant treatment effect was again for imipra- 
BIRR mine-CM, indicating that patients with high work dys- 
eer ; 9 Se : 
BS] HIGH: > Median teers function in the completer sample who were treated with 
5 reseeen imipramine-CM had a significantly greater chance of 
+. 0.6.6 ¢ , 
n60 eee complete response than those with low work dysfunc- 
Q as tion (odds ratio=5.0; y7=3.7, df=1, p=0.06). 
3 || RB eee 
or manent RORA RRIS 
9 EERO syn meses DISCUSSION 
jas EAS ACC IONA? SSS 
2 50 Bee eee RS synas 
Q hrt KEOS IOS 202S h | f hi ii b A li 7 | 
€ TE inen ras The results of this collaborative clinical treatment 
& PRR | ABER 3A trial comparing the efficacy of two specific forms of 
oh, RK EDE] OE è . 
nah I= Sl eeatenets EOS BX psychotherapy with active and placebo pharmacother- 
= E hess Regan 
g Zara iaa Rees apy demonstrate the relevance of patient characteris- 
Boy L Hees Soe ERR tics for the prediction of outcome from an episode of 
BE EEOC WSS CER ` , ‘ oe 
a ae reese EROS IASA major depressive disorder. Several characteristics of 
E OORO EROSA iter the depressive episode and patient functioning and 
BE eneus RR BRR PSS cognition were indicators of overall prognosis without 
EEI ERSS 50525 KS 505 
ESEA SSES SSO SS : : ` 
ERRON R RRS naen regard to the specific treatment received. These six pa- 
fans 3 9,¢,%. 4.8 ROO Wh, Ke CXX « . . . 
Saltese ‘Kaa RSO Reseo tient predictors of depression severity or complete re- 
Koeotaood ENEN a, Kaeaea ARAP : ; wie ‘ 
0 ge it ee Se sponse were social dysfunction, cognitive dysfunction, 
IPT IMI PLA 


patient expectation of improvement, endogenous de- 


E l l pression, double depression, and duration of current 
*CBT=cognitive-behavior therapy; IPT=interpersonal psychother- 


Bee Dee pa a goo episode. 
; IMI= amine; PLA=placebo. “Med fers t eon ; 
Gore aon i Eire gee E ewe The results of these analyses also provide evidence 
>Y ow significantly less than high (y7=3.7, df=1, p=0.06). for a limited number of characteristics of patient func- 


tion that significantly predicted differential response to 
psychotherapy or pharmacotherapy with imipramine 
compared to placebo. There were no significant pre- 


response among the three active treatments, but only 4: oof differential response among the three active 


n the GE a a and se o treatments. Among patients with better initial social 
condition. For the patients who completed treatment, adjustment (e.g., low social dysfunction), those who 
there were no significant Treatment by Pr edictor inter- received interpersonal psychotherapy became signifi- 
actions at the p<0.10 level in the ANCOVAs, al- cantly less depressed than those who received place- 
though the order of treatment effects was the sepa bo-CM and had a higher rate of complete response 

Log linear analyses also demonstrated significant than those with high social dysfunction. Among pa- 
Treatment by Predictor by Outcome interactions, in- tients with less perfectionistic and socially dependent 
dicating prediction of differential treatment effects for attitudes (e.g., low cognitive dysfunction), those who 
complete response (Hamilton depression score less received treatment with imipramine-CM or cognitive- 
than or equal to 6 and Beck inventory score less than behavior therapy became significantly less depressed 
or equal to 9) by three predictor variables: social dys- than those who received placebo-CM, and those 
function, cognitive dysfunction, and work dysfunc- treated with imipramine-CM also had a higher rate of 
tion. For social dysfunction there was a significant 1n- complete response than those with high cognitive dys- 
teraction (x*=7.0, df=3, p=0.07), and the significant function. Among patients with more impairment of 
treatment effect was for interpersonal psychotherapy, function at work, school, or home (e.g., high work 
indicating that patients with low social dysfunction in dysfunction) ; those who received imipramine-CM had 
the total sample treated with interpersonal psychother- a higher rate of complete response than those with low 
apy had a significantly greater chance of complete re- work dysfunction. The differential predictor effects of 
sponse than those with high social dysfunction (odds social and cognitive dysfunction were observed in the 
ratio=5.2; x*=7.4, df=1, p<0.01). For cognitive dys- total sample only, which may have been because of 1) 
function there was also a significant interaction (x= the larger size of the total sample, 2) the comparison 
6.9, df=3, p=0.08), and the significant treatment ef- with all placebo-treated patients rather than placebo 
fect was for imipramine-CM, demonstrating that completers only, or 3) the inclusion of the full range of 
patients with low cognitive dysfunction in the total outcomes, including attrition, thereby reflecting differ- 
sample had a significantly greater chance of complete ential acceptability of the treatments, an important 
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aspect of effectiveness. These differential patient pre- 
dictors may also provide indirect evidence of the spec- 
ificity of the treatments by identifying characteristics 
most responsive to those modalities. 

We consider the findings that emerged from both 
the main analyses across treatments and the prelimi- 
nary multiple regression analyses within individual 
treatment conditions exploratory in nature and in 
need of further replication. The main data analyses 
(ANCOVAs and log linear analyses) were based on 13 
independent variables and 52 analyses (two dependent 
variables and two samples); with an alpha level of 
0.10, approximately one predictor and five analyses 
would be expected to be significant by chance alone. 
Although eight variables were identified as significant 
predictors and there were 16 significant main effects 
and five interactions among the analyses, some find- 
ings (i.e., for age) may have been chance effects and 
may not be replicable. With the number of initial pa- 
tient variables and the size of the samples within the 
preliminary individual treatment analyses, there is a 
greater risk of chance findings, considering the inher- 
ent limitations of the multiple regression analytic ap- 
proach. Nevertheless, where the interesting patterns of 
predictors of response within individual treatment 
conditions are consistent with the results of the main 
analyses, we include them, with appropriate statistical 
caution, in the discussion. Given the historical diffi- 
culty of replicating predictors across studies, we have 
emphasized in our interpretation the consistent pattern 
of findings across samples and measures of outcome. 
We believe that the main results may be of both theo- 
retical and clinical interest, particularly because of the 
uncommon effort to compare predictors of differential 
outcome with a placebo control. 

Our finding that social dysfunction was a significant 
predictor of differential response to interpersonal psy- 
chotherapy is consistent with the finding from the in- 
dividual treatment analyses that greater impairment in 
social function was associated with poorer response to 
interpersonal psychotherapy on measures of severity 
and recovery from depression. One previous study of 
interpersonal psychotherapy (4) reported that good 
initial social adjustment predicted good outcome at 
termination for depressed patients, but only on meas- 
ures of social function, not depression. Another psy- 
chotherapy study (31) also reported that pretreatment 
social function predicted social function at termina- 
tion. The finding that favorable response to interper- 
sonal psychotherapy is associated not only with good 
social adjustment but with previous attainment of a 
marital relationship, higher satisfaction with social re- 
lationships in general, and heightened interpersonal 
sensitivity seems consistent with reports in the general 
psychotherapy literature that various indicators of so- 
cial competence or achievement are associated with 
good psychotherapy response, whereas social impair- 
ment is not. Poor social skills and poor interpersonal 
relationships have been reported to be related to poor 
outcome of psychotherapy (32, 33), while perceived 
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social support, social satisfaction, and the ability to 
develop a good relationship have been associated with 
favorable response to psychotherapy (31, 34-38). 
However, this specific relation with pretreatment so- 
cial adjustment was neither observed nor previously 
reported for patients treated with cognitive-behavior 
therapy, the other psychotherapy in our study. Thus, 
while the study shows that low social dysfunction pre- 
dicts favorable general prognosis for outcome from 
depression, it also provides evidence of a specific re- 
sponsiveness to interpersonal psychotherapy among 
those patients. 

Less impairment in cognitive function as measured 
by the Dysfunctional Attitude Scale appears to be a 
general predictor of gocd prognosis as well as a spe- 
cific predictor of good response to cognitive-behavior 
therapy (on depression severity) and imipramine-CM 
(on both outcome measures). In the two previous stud- 
ies that examined the relation of dysfunctional atti- 
tudes to treatment response, high cognitive dysfunc- 
tion was also associated with poor outcome at the 
termination of group cognitive-behavior therapy (16) 
and poor outcome at 1-year follow-up after individual 
cognitive-behavior therapy (17). Although in our study 
cognitive-behavior therapy appeared specifically to im- 
prove dysfunctional attitudes concerning the need for 
social approval (2), there was a less favorable antide- 
pressant response to cognitive-behavior therapy in pa- 
tients with greater cognitive dysfunction. This pattern 
of findings suggests that there may be an important 
distinction between the empirical effects of cognitive 
techniques in changing dysfunctional attitudes and a 
theory ‘that links the presence of dysfunctional atti- 
tudes in depression to a preferential response to cog- 
nitive therapy. 

To our knowledge, the relation of dysfunctional at- 
titudes to outcome with other psychotherapies or 
pharmacotherapy has not been reported. The finding 
that in the total sample, low cognitive dysfunction pre- 
dicted greater likelihood of complete response and 
greater improvement in depression severity for patients 
treated with imipramine-CM than for patients treated 
with placebo-CM was unanticipated. The better out- 
come of patients who expressed less socially dependent 
and pertectionistic attitudes may be consistent with the 
early reports that patients with neurotic (particularly, 
histrionic and labile) traits and with personality disor- 
ders respond poorly to tricyclic antidepressants (7, 39— 
42). Conversely, the differential predictor and individ- 
ual treatment results suggest that patients with more 
socially dependent, dysfunctional attitudes may be 
more responsive to placebo treatment (3). The possible 
relation of these attitudes to drug therapy compliance, 
tolerance of side effects, and acceptance of pharmaco- 
therapy remains to be understood. 

Cognitive dysfunction did not predict poor response 
to interpersonal psychotherapy in this study. Indeed, it 
appears that the least cognitively impaired patients re- 
sponded more favorably to cognitive therapy, and the 
least socially impaired patients responded most favor- 
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ably to interpersonal psychotherapy. One possible ex- 
planation for these results is that each psychotherapy 
relies on specific and diferent learning techniques to 
alleviate depression, and thus each may depend on an 
adequate capacity in the corresponding sphere of pa- 
tient function to produce recovery with the use of that 
approach. Therefore, patients with good social func- 
tion may be better able to take advantage of interper- 
sonal strategies to recover from depression, while pa- 
tients without severe dysfunctional attitudes may 
better utilize cognitive techniques to restore mood and 
behavior. Patients with more impairment in social or 
cognitive function might be further overwhelmed and 
demoralized by a treatment approach that requires re- 
liance on those capacities to achieve improvement. 
Such patients might respond better to an alternative 
psychotherapy or combination treatment or require 
longer-term psychotherapeutic intervention. 

Work dysfunction is a major aspect of overall social 
adjustment in depression, measuring impaired perfor- 
mance, subjective distress, and interpersonal function. 
Among patients who completed treatment with imip- 
ramine-CM, impairment of work function was a sig- 
nificant differential predictor of recovery, and the re- 
sults on both outcome measures within the individual 
treatment analyses were consistent. On the contrary, in 
the few previous studies, social impairment, work dis- 
ability, and poor employment history have been re- 
lated to poor outcome with antidepressant medication 
(39, 43). However, in our study imipramine-CM was 
previously reported (1) to show consistent, significant 
superiority over placebo-CM on measures of recovery 
and symptomatic improvement among the more se- 
verely impaired and depressed patients, as defined by 
the Global Assessment Scale. Furthermore, we ob- 
served (manuscript by J.T. Watkins et al., submitted 
for publication) that imipramine-CM had a significant 
early advantage for improvement in global social ad- 
justment at 4 weeks and 12 weeks of treatment among 
the more severely depressed patients. To the extent 


that impaired work function in depression may result | 


from diminished interest, energy, initiative, and con- 
centration, psychomotor retardation, and social with- 
drawal, preferential improvement with imipramine 
would be consistent with the recognized clinical effects 
of tricyclic antidepressants on these symptoms. This 
pattern of findings suggests that more severe depres- 
sion, impairment, and work dysfunction are patient 
characteristics which are especially responsive to phar- 
macotherapy with imipramine and which may be of 
value in the selection of patients for this modality. 

In this study endogenous depression was an overall 
predictor of lower depression severity at termination 
across all conditions. Previous studies, though, have 
reported that endogenous depression is a negative in- 
dicator of response to psychotherapy, both inter- 
personal psychotherapy (18) and cognitive-behavior 
therapy (13). However, Kovacs et al. (14) found 
endogenous depression to be a positive predictor of 
outcome for patients who completed treatment with 
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either a tricyclic antidepressant or cognitive-behavior 
therapy, while Blackburn et al. (44) found no effect of 
endogenous features on response to either treatment. 
In our individual treatment analyses for interpersonal 
psychotherapy, endogenous depression predicted re- 
duction of depression severity. This relationship was 
not observed for cognitive-behavior therapy. In the in- 
dividual treatment analyses for imipramine-CM, our 
finding that endogenous depression was associated 
with complete response and depression severity cor- 
roborates the many previous reports that the endoge- 
nous subtype of depression is a major indicator of re- 
sponse to tricyclic antidepressants (7, 14, 18, 19, 45). 
The lack of differential predictive effect for endoge- 
nous depression may be a result of measuring outcome 
after 4 months, since the differential effect of imipra- 
mine-CM on endogenous symptoms was most mani- 
fest at 8 and 12 weeks of treatment (manuscript by J.T. 
Watkins et al., submitted for publication), The reports 
of situational depression as a predictor of negative out- 
come for tricyclics and positive outcome for psycho- 
therapy were not replicated, however. 

The presence of double depression and the duration 
of the depressive episode are important aspects of the 
course of illness that appear to influence response to 
treatment. In a large naturalistic study uncontrolled 
for treatment, double depression was associated with 
favorable outcome from the major depressive episode 
only, but with poor outcome if outcome was defined as 
full recovery from the underlying chronic minor de- 
pression as well (46—48). In our controlled treatment 
trial, double depression was predictive of higher de- 
pression severity at termination but not of complete 
response, -suggesting a relation to degree of improve- 
ment but not remission per se across all treatment con- 
ditions. Within the individual treatment analyses, dou- 
ble depression predicted lack of complete response 
from the episode among patients treated with place- 
bo-CM but not among those who received one of the 
three active treatments. This may suggest that with 
active treatment, recovery from the major depressive 
episode is achieved as readily by patients with double 
depression as by those without chronic illness, but that 
more residual depressive symptoms persist among 
those with double depression. However, patients with 
double depression treated only by placebo-CM do not 
recover as readily. Results at follow-up should be most 
interesting, since previous studies have noted the great- 
est impact of double depression on subsequent course 
after recovery from the initial episode (38, 48). 

Longer duration of the current episode predicted 
higher depression severity and a lower rate of complete 
response in the total sample but not the completer 
sample, suggesting that the influence of chronicity on 
recovery was greater among patients who did not com- 
plete treatment, most notably in the placebo-CM con- 
dition. This finding is consistent with many previous 
studies that have reported a negative relation between 
duration of illness and clinical outcome of psycho- 
therapy (49-52), imipramine and other tricyclic anti- 
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depressants (34, 39, 53-55), and placebo (34, 56). Pre- 
vious reports have indicated that acute onset of 
depression is a positive indicator of response to both 
tricyclic antidepressant treatment (7, 9, 45) and psy- 
chotherapy (33). In our study acute onset was asso- 
ciated with complete response among patients who 
completed imipramine treatment, and it predicted re- 
duction in depression severity among patients treated 
with interpersonal psychotherapy, but only in the pre- 
liminary analyses within individual treatment condi- 
tions. Acute onset did not emerge as a significant pre- 
dictor of differential treatment outcome in the main 
analyses. We therefore consider this to be only limited 
evidence supporting earlier findings. 

Last, patients with higher expectation of improve- 
ment had a higher likelihood of recovery and lower 
level of depression severity across treatment conditions 
in both samples. Within individual treatment analyses, 
the negative influence of lower expectation of improve- 
ment appeared to occur among patients who received 
only placebo-CM or an incomplete course of imipra- 
mine (in the total sample only, not among completers 
of imipramine treatment). Low expectation of re- 
sponse to pharmacotherapy has been previously re- 
ported to predict attrition but not clinical outcome 
(57). In the psychotherapy literature, the relation of 
patient expectations to outcome has been generally 
positive (5, 6), consistent with these results. Other 
components of patient expectations and attitudes re- 
garding treatment and depression remain to be ex- 
plored. Since the pattern of findings for several patient 
predictors suggested a relation to outcome among pa- 
tients who did not complete treatment, analyses of pre- 
dictors of attrition are planned. Furthermore, the iden- 
tification of potential patient predictors of long-term 
prognosis after initial treatment response will be of 
considerable clinical interest. 
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Prolactin and Cortisol Responses to d-Fenfluramine in Major 


Depression: Evidence for Diminished Responsivity 
of Central Serotonergic Function 


Veronica O’Keane, M.B., and Timothy G. Dinan, M.D., M.A. 


Objective: Theoretically, d-fenfluramine should be a more selective serctonin (5-HT) chal- 
lenge agent and bas much greater clinical tolerance than the racemic compound that has pre- 
viously been used. The authors’ goal, therefore, was to look at S-HT function in depression 
using the d isomer of fenfluramine as a probe. Method: They evaluated central 5-HT function 
in 23 patients with DSM-ITI-R-diagnosed major depression and 16 healthy control subjects. 
The depressed group included 10 men and 13 women; four were outpatients, two attended a 
day hospital facility, and 17 were inpatients. Subjects were cannulated at 8:30 a.m. after an 
overnight fast. After baseline samples were drawn, 30 mg of d-fenfluramine was administered 
orally and blood samples were drawn over the following 5-hour period for prolactin and 
cortisol estimation. Results: The plasma prolactin responses of the depressed patients were 
significantly lower than those of the control subjects. This blunting was not related to the 
severity of the depression but was significantly related to the patients’ levels of state anxiety. 
Cortisol responses as well as prolactin responses were impaired in depression. High baseline 
cortisol levels were correlated with the severity of depression and the presence of weight loss. 
Conclusions: Overall, these findings indicate that there is diminished 5-HT responsivity in the 





depressed state. 
(Am J Psychiatry 1991; 148:1009-1015) 


Si the early 1960s, when impaired central mono- 
amine activity was mooted as causative in depres- 
sion, many attempts have been made to look at central 
serotonergic (5-HT) function using a neuroendocrine 
approach (1, 2). The most widely used neuroendocrine 
strategies have been the administration of the 5-HT pre- 
cursors L-tryptophan (3, 4) and 5-hydroxytryptophan 
(5, 6) and the administration of agents that induce the 
release of 5-HT, such as fenfluramine (7-10), or agents 
that stimulate 5-HT receptors, such as buspirone (11) 
and ipsapirone (12). 

Most of these tests have looked at plasma prolactin 
or cortisol concentrations or both following the 5-HT 
probe. There is a considerable body of evidence to sug- 
gest that 5-HT is involved in the release of prolactin 
centrally. Most 5-HT challenge agents increase prolac- 
tin secretion, and S-HT antagonists decrease plasma 
prolactin concentrations (13). The evidence suggesting 
that 5-HT is involved in cortisol release by means of 
ACTH stimulation is less convincing (14), although 
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many 5-HT agents, including fenfluramine, increase 
plasma cortisol levels (8) and ipsapirone, a selective 5- 
HT 4, receptor agonist, brings about a substantial in- 
crease in plasma ACTH and cortisol levels that is se- 
lectively blocked by the 5-HT, receptor antagonist 
pindolol (12, 15). 

Plasma prolactin usually rises following intravenous 
administration of L-tryptophan (3), but it is unclear if 
this response is mediated through 5-HT pathways be- 
cause pretreatment with the 5-HT-receptor-blocker 
cyproheptadine does not blunt the response (4). van 
Praag et al. (16) speculated that the response may result 
from alterations in dopamine metabclism because 
catecholamine turnover is decreased in the doses re- 
quired to produce a prolactin response. Imura et al. (5) 
found that serum cortisol levels rose following oral ad- 
ministration of 5-hydroxytryptophan. This amino acid, 
however, is unreliable in increasing cortisol and prolac- 
tin levels in healthy subjects (5, 17) and may release 
catecholamines (18). 

Buspirone, an azaspirodecanadione and 5-HT, ag- 
onist, brings about a robust increase in plasma prolactin 
in normal subjects (11). This challenge agent has been 
criticized on the grounds that it is also active at dopa- 
mine sites and the prolactin response may well reflect 
alterations mediated by buspirone at this synapse (19). 
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RESPONSES TO d-FENFLURAMINE IN DEPRESSION 


TABLE 1. Characteristics of 23 Depressed Patients 





Number of Previous Family History 
Patient Age (years) Sex Depressive Episodes of Depression Hamilton Score Newcastle Score 
1 30 M 8 Positive 22 4 
2 61 F 4 Negative 27 S 
3 29 M 0 Positive 23 5 
4 18 M 0 Positive 18 0 
5 22 F 1 Positive 22 1 
6 54 M 2 Positive 25 3 
7 39 M 8 Positive 17 6 
8 38 F 3 Positive 23 2 
9 33 M 1 Positive 22 4 
10 50 F 3 Negative 22, 6 
11 64 F 1 Positive 32 7 
12 38 F 1 Negative 20: 6 
13 47 F 2 Negative 21 4 
14 19 F 1 Negative 17 2 
15 30 M 1 Positive 21 5 
16 29 F 1 Negative 23 6 
17 32 F 10 Negative 30 6 
18 34 F 3 Positive 20 5 
19 $2 M 0 Negative 19 5 
20 35 F 2 Positive 21 8 
21 57 M 1 Negative 28 8 
22 42 M 0 Positive 34 7 
23 32 F 6 Negative 26 8 


Fenfluramine, a S-HT-releasing agent and uptake in- 
hibitor, causes a dose-dependent increase in prolactin in 
rats that is blocked by chemical or surgical lesioning of 
midbrain 5-HT neurones (20). Fenfluramine induces a 
dose-dependent increase in plasma prolactin levels in 
healthy human subjects (10) that is probably mediated 
through 5-HT mechanisms because pretreatment with 
cyproheptadine diminishes the response (7). Fenflu- 
ramine also causes a dose-dependent increase in ACTH 
and cortisol levels in normal subjects that is blunted by 
pretreatment with cyproheptadine (8). 

d,l-Fenfluramine is not as selective a probe as origi- 
nally thought; it causes the release of dopamine and nor- 
adrenaline as well as 5-HT (9). Studies in rats indicate 
that the d-isomer has a potent and specific effect at the 
5-HT synapse (21) and that the catecholamine response 
is mediated by the /-isomer (22). Theoretically, there- 
fore, d-fenfluramine should be a more selective 5-HT 
challenge agent than the racemic compound. 

For this reason we decided to look at 5-HT function 
using the d-isomer of fenfluramine as a probe. To our 
knowledge, this is the first study using this challenge 
drug. We looked at responses in both healthy and de- 
pressed subjects. 


METHOD 


Thirty-nine subjects participated in the study: 23 pa- 
tients and 16 control subjects. All subjects were physi- 
cally healthy, were not obese, and gave fully informed 
consent. Table 1 presents the characteristics of these pa- 
tients. 
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The depressed group consisted of 10 men and 13 
women between 18 and 64 years old (mean+SD=39,.4+ 
9.1). Four were outpatients, two attended a day hospital 
facility, and the remainder were inpatients. None had a 
diagnosis of substance abuse and none had a DSM-III-R 
axis II personality disorder. 

Ten men and six women were included in the con- 
trol group; their ages ranged from 22 to 42 years 
(35.68+3.2). None had a personal or family history of 
psychiatric disorder. All of the female subjects, except 
three women with postmenopausal depression, were 
tested within the first 10 days of the menstrual cycle. 

For inclusion in the study patients had to fulfill DSM- 
III-R criteria for major depression. Eighteen of the pa- 
tients were drug naive and five had been completely 
drug free for at least 6 weeks before the test. Severity of 
depression was rated by using the 17-item Hamilton 
Rating Scale for Depression (23); only those with scores 
of 17 or greater were included. The mean score was 
24.3+7.5. “Endogenicity” was assessed by using the 
Newcastle Scale (24); the mean score on this scale was 
4,9+0.20. Personality was assessed by using the Eysenck 
Personality Inventory (25). 

Subjects, having fasted from midnight, began testing 
at 8:30-9:00 a.m. An intravenous cannula was inserted 
into a forearm vein and sealed with a rubber bung. The 
cannula was kept patent by flushing it with Heprinse 
(0.5 ml, 50 units heparin) after samples of blood were 
taken and the first 2 ml extracted at each time point was 
discarded. The subject relaxed for 15 minutes and serial 
blood samples were then taken'15 minutes before, at 0 
minutes, and 60, 120, 180, 240, and 300 minutes after 
administration of d-fenfluramine for estimation of pro- 
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lactin and cortisol levels; 30 mg of d-fenfluramine was 
administered at 0 minutes. Subjects remained in a su- 
pine position throughout the procedure and were served 
a standard light breakfast about 1 hour after medication 
administration. 

Approximately 8 ml of blood was collected into vac- 
uum lithium heparin-treated tubes and immediately 
centrifuged and put on ice. Analysis was carried out in 
batches and blind to subjects’ status. Prolactin levels 
were measured by standard fluroimmunoassay (26) us- 
ing a commercial kit; intra- and interassay coefficients 
of variation were 2% and 5.7%, respectively, at about 
100 mU/liter, and the sensitivity was 1.5 mU/liter. Cor- 
tisol levels were measured by radioimmunoassay ac- 
cording to the method of Pash et al. (27); intra- and 
interassay coefficients of variation were 2.2% and 3.5%, 
respectively, at about 300 nmol/liter, and the sensitivity 
was 3~5 nmol/liter. 

The hormonal responses of the depressed male and 
female patients and control subjects were compared 
over time. Three-way analysis of variance (ANOVA) 
and post hoc tests were applied to these comparisons. 
Analysis of covariance was used to analyze responses 
when baseline levels were significantly different. To 
analyze differences in response within the depressed 
group, delta values (the difference between baseline hor- 
mone levels and maximum increase after d-fenflu- 
ramine administration) were compared by using Stu- 
dent’s t tests. Chi-square tests and the Pearson product 
moment correlation coefficient were used when ap- 
propriate. All results are expressed as meansstan- 
dard deviation. Data were analyzed by means of Stat- 
graphics (28). 


RESULTS 
Prolactin 


A repeated-measures three-way ANOVA comparing 
prolactin responses to d-fenfluramine over the six time 
points (mean baseline values) between depressed and 
control groups and between men and women yielded a 
significant Group by Time interaction (F=3.91, df=5, 
229, p=0.002) (figure 1). Tukey’s post hoc tests showed 
this difference to be significant 300 minutes after ad- 
ministration of d-fenfluramine only (p<0.05). A main 
effect for sex just failed to reach significance (F=3.63, 
df=1, 232, p=0.58), and there was no significant inter- 
action effect for this variable. Although there was a ten- 
dency for baseline prolactin levels to be lower in the 
depressed group (202.004105.75 mU/liter) than in 
healthy control subjects (222.00+125.63 mU/liter), 
this difference was not significant (p=0.79). 

When patients were classified on the basis of their 
symptoms by using the Newcastle Scale scores into 
those with endogenous and nonendogenous symptoms, 
the eight patients with nonendogenous (neurotic) symp- 
toms showed a greater degree of blunting than did the 
15 patients with endogenous symptoms. The mean delta 
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FIGURE 1. Changes in Plasma Prolactin Levels Following Administration 
of 30 mg of d-Fenfluramine in 23 Depressed Patients and 16 Healthy 
Control Subjects 
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prolactin in the nonendcgenous group was 21.5+19.58 
mU/liter, compared with 76.66+70.52 mU/liter in the 
endogenous group (t=2.14, df=21, p=0.04). Patients 
with blunted responses had higher scores on the anxi- 
ety-related variables of zhe Hamilton depression scale 
(t=4.82, df=21, p<0.01) than did those without blunted 
responses, but the two groups were not distinguished 
by their overall Hamilton depression scores. Neuroti- 
cism scores, assessed by the Eysenck Personality Inven- 
tory, did not distinguish the patients with and without 
blunting (t=0.68, df=21, p=0.49). 

Weight loss, a core endogenous variable, was signifi- 
cantly associated with a nonblunted rather than a 
blunted response (y2=4.97, df=1, p=0.025, chi-square 
with Yates’s correction). The mean+SD delta prolactin 
in the patients with weight loss was 93.4+67.8 mU/iter; 
in those without weight loss it was 22.8+33.0 mU/liter 
(t=3.3, df=21, p=0.003). | 

Blunting of response was not associated with age, sex, 
past personal or family histery of depression, or pre- 
vious exposure to psychotropic medication. Neither 


was blunting associated with the presence of suicidal 


ideation or a history of suicidal attempts. 
Cortisol 
Like the analysis of prolactin, a three-way ANOVA 


comparing cortisol responses over time showed a sig- 
nificant Group by Time interaction (F=7.24, df=5, 


229, p<0.001) (figure 2). Baseline values of patients 


and control subjects differed significantly (t=3.56, 
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FIGURE 2. Changes in Plasma Cortisol Levels Following Administration 
of 30 mg of ¢-Fenfluramine in 23 Depressed Patients and 16 Healthy 
Contral Subjects 
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df=37, p= 0.001), but covarying for this did not alter 
the significance (F=7.88, df=5, 229, p<0.001). The 
plasma cortisol values of all subjects dropped steadily 
over the first hour, but there was no difference be- 
tween depressed and control subjects in the cortisol 
decrease from 15 minutes before to 60 minutes after 
d-fenfluramine administration. There was no signifi- 
cant effect for sex. 

High baseline cortisol levels were significantly corre- 
lated with the severity of depression according to the 
Hamilton depression scale scores (r=0.97, p<0.001) and 
with the presence of weight loss (r=0.85, p<0.001). 
Blunting of cortisol responses, however, did not distin- 
guish the patients with endogenous symptoms from 
those with nonendogenous symptoms. Neither could 
blunting be explained in terms of patients’ age, sex, fam- 
ily history, past history, or symptoms such as weight 
loss or suicidal ideation. 

Eleven of the 23 patients had blunted cortisol and 
blunted prolactin responses, but there was no substan- 
tial overlap between the two groups (i.e., blunting of 
one response did not increase the likelihood of blunting 
in the other). 


DISCUSSION 


d-Fenfluramine brought about marked elevations in 
serum cortisol and prolactin in healthy control subjects. 
This response was attenuated in our depressed patients, 
suggesting abnormalities in central 5-HT function in de- 
pression. 
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Prolactin 


Siever’s group (29) first described a diminished pro- 
lactin response to d,!-fenfluramine in acutely depressed 
patients compared with control subjects, but they did 
not look at related clinical variables. More recently, 
Coccaro et al. (30) found similar responses in patients 
with histories of major depression regardless of whether 
they were currently depressed. Our findings are in 
agreement with this group to the extent that we found 
no relationship between the severity of the depression 
and the prolactin response to d-fenfluramine but limited 
by the fact that we tested only patients who were cur- 
rently depressed. In contrast, another group (31) sug- 
gested that this response may be a good marker of the 
grade of “endogenicity” of depressive disorder—that 
responses are most blunted at one extreme of a hypo- 
thetical spectrum from melancholia through more neu- 
rotic-type depression to dysthymia, where responses are 
least blunted. This association between severity of de- 
pression and blunting of the prolactin response to d,l- 
fenfluramine has also been found by Mitchell and 
Smythe (32) in a recent study in which they found no 
overall difference for change in prolactin in a group of 
27 depressed patients but a significantly reduced re- 
sponse in those with endogenous depression. Our re- 
sults are in apparent contradiction to theirs. When our 
patients with similar Hamilton depression scores were 
divided into those with endogenous and nonendoge- 
nous symptoms by using the Newcastle Scale, those 
with nonendogenous features, especially severe anxiety, 
were most likely to have blunted responses. The asso- 
ciation was with state rather than trait anxiety because 
the groups did not differ on anxiety variables on the 
personality questionnaire. 

In two other studies (33, 34) the prolactin response 
to d,l-fenfluramine was unable to distinguish patients 
from control subjects. One of these (33) found that eight 
depressed patients had less marked responses than eight 
control subjects; because of the small number of sub- 
jects, however, these conclusions may reflect a type II 
error. The other study (34) used subjects with bipolar 
as well as unipolar depression, and neither took into 
account the menstrual status of the female subjects. 

Impaired prolactin response to intravenous L-trypto- 
phan has also been described in depressed individuals 
(35, 36). Interestingly, as in the present study, Cowen 
and Charig (35) found that depressed individuals with 
marked weight loss (more than 10 Ib) were less likely to 
show blunting of response than individuals who had not 
lost weight. Neither did they find any significant corre- 
lation between suicidal score or Hamilton score and 
change in prolactin; they concluded that it was the 
epiphenomenon of weight loss that altered the 5-HT 
response in this subgroup. Only one study of the re- 
sponse of prolactin to d,/-fenfluramine (32) has looked 
at weight loss and found no effect for it. There is a sub- 
stantial amount of evidence to suggest that obese sub- 
jects have subnormal prolactin responses to d,/-fenflu- 
ramine (37, 38), and for this reason they are excluded 
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from most studies. It may be that severe weight loss 
induces responses in the opposite direction, giving a 
relatively enhanced prolactin response to depressed in- 
dividuals who have lost weight. This hypothesis is sup- 
ported by a markedly enhanced prolactin response to 
tryptophan in women following a 3-week weight-reduc- 
ing diet (39). In one study of obese women (40) the 
plasma concentration of d,/-fenfluramine was highly 
correlated with weight loss: those individuals with the 
greatest weight reduction had the highest blood levels 
of fenfluramine. Because we did not look at plasma d- 
fenfluramine concentrations, we do not know if our 
finding is due to altered absorption of this drug and 
suggest that this may be a useful variable to look at in 
further studies using this probe. 

As stated in the Method section, we tested premeno- 
pausal women in the early follicular stage of the men- 
strual cycle. Our findings indicate that prolactin re- 
sponses to d-fenfluramine vary widely throughout the 
menstrual cycle of healthy women, paralleling estrogen 
fluctuations; the response in the luteal phase is much 
greater than that in the early follicular phase (41). Ex- 
planations for this are suggested by the findings of rat 
studies indicating that estrogen and progesterone up- 
regulate 5-HT receptors (42, 43). It may be that rising 
levels of gonadal steroids following ovulation induce 
similar alterations in central 5-HT function in women. 
No previous studies have controlled for this variable. 

Finally, the trend for prolactin values to be higher 
initially in the healthy control subjects than in the de- 
pressed group is interesting in the light of other findings 
of significantly lower plasma prolactin values in de- 
pression (29, 30, 32). In our study, this tendency did 
not reach statistical significance. Moreover, prolactin 
levels dropped by greater amounts in healthy subjects 
(68.00+25.65 mU/liter) than in depressed subjects 
(44.27411.53 mU/liter). Since this drop is highly un- 
likely to be mediated by fenfluramine on either theoreti- 
cal or pharmacokinetic grounds (peak d-fenfluramine 
plasma levels occur 2—4 hours after ingestion), it may 
represent a central response to stress that is less marked 
in depressive illness (i.e., healthy subjects show a greater 
increase in prolactin levels as a result of cannulation 
than do depressed patients). 


Cortisol 


We found that the response to cortisol in our de- 
pressed patients was significantly worse than that of the 
healthy control subjects, and that this impaired re- 
sponse was not associated with specific aspects of the 
patients’ histories or mental states. As in previous stud- 
ies, a relationship between the severity of depression 
and baseline cortisol levels was established, as was the 
relationship with weight loss (6, 32, 44). This associa- 
tion between melancholic depression and abnormal 
adrenocortical function is well established (45, 46). Ad- 
ministration of corticotropin-releasing factor results in 
less release of ACTH in depressed patients than in con- 
trol subjects with no difference in cortisol secretion (47, 
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48), and the adrenal cortex is hyperresponsive to exoge- 
nous ACTH in depression (49). 

Meltzer et al. (50) reported an enhanced cortisol re- 
sponse to oral 5-HT in depression and an association 
with suicidal thoughts. They concluded that 5-HT re- 
ceptors were up-regulated secondary to diminished 
availability of 5-HT in depressive illness. Studies on cor- 
tisol responses to d,/-fenfluramine in depression have 
been contradictory: two groups (32, 34) found normal 
responses, and one (33) found that blunted cortisol re- 
sponses distinguished depressed patients from control 
subjects. The two former studies included patients with 
bipolar disorder, and the patients had been drug-free 
for only a minimum period of 3 weeks in one study (34) 
and 2, weeks in the other (32). Our results and those of 
previous studies are limited by the fact that cortisol 
rather than ACTH was measured. 


d-Fenfluramine Versus d,l-Fenjluramine as a Probe 


Although reference is made to unpleasant side effects 
in only one previous study using d,/-fenfluramine as a 
challenge drug (51), we found these side effects to be 
intolerable in our work with this drug. In an unpub- 
lished pilot study, we found that these side effects in- 
cluded dysphoria, depersonalization, rigors, abdominal 
distension and cramps, constipation, and anxiety and 
were experienced to a greater or lesser extent by all six 
healthy volunteers who took part in this study. d-Fen- 
fluramine, however, produced mild sedation in four 
subjects and possible headache the following day in two 
but overall was very well tolerated and had almost no 
spontaneously reported ill effects. 

d,l-Fenfluramine is a nonspecific 5-HT agent that can 
be used to assess presynaptic function by its releasing and 
uptake-inhibition properties and postsynaptic function by 
stimulation of all 5-HT receptor subtypes by the released 
S-HT (9). The d-isomer, although “cleaner” pharma- 
cologically, is also limited by the fact that d-fenfluramine 
assesses “net” 5-HT activity. One can only speculate at 
this stage about whether the 5-HT alterations in depres- 
sion result from abnormalities in the presvnaptic or post- 
synaptic regions and which 5-HT receptor subtypes are 
involved in mediating these responses. Clearly, further 
studies are needed that pretreat subjects with selective 5- 
HT receptor antagonists to elucidate which receptors me- 
diate the 5-HT endocrine responses. Studies using ipsapi- 
rone (12, 15) suggested that it is the S-HT 4 receptor that 
is involved in ACTH and cortisol release. Given that the 
subgroups of nonresponders were different for both pro- 
lactin and cortisol, it is likely that different receptors are 
involved in the release of both. 


CONCLUSIONS 


We found that prolactin and cortisol responses to d- 
fenfluramine were significantly impaired in patients 
with major depression compared with healthy control 
subjects and that this blunting was not related to the 
severity of the depression. Our findings differ in some 
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respects from previocs studies, perhaps because the 
novel probe used in this study is more selective for 5-HT 
and less likely tc indrce a stress response than those 
used in previous studies. 
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Correlates of Psychiatric Distress Among Wives 
of Hemophilic Men With and Without HIV Infection 


Mary Amanda Dew, Ph.D., Margaret V. Ragni, M.D., and Pamela Nimorwicz, M.S.W. 


Objective: The authors’ objectives were 1) to examine symptoms of depression, anxiety, 
and anger-hostility among the wives of men with hemophilia, a major risk group for AIDS, 
and 2) to identify psychosocial characteristics of the women and/or their husbands that were 
associated with elevated distress in the women. Method: Thirty-six women married to men 
with hemophilia were studied; the husbands of 17 of these women were HIV-seropositive. The 
men were drawn from the population of adults with hemophilia residing in a 24-county region 
of western Pennsylvania. Measures of wives’ psychiatric symptoms were obtained, as were 
measures in three psychosocial domains: predispositional sociodemographic characteristics, 
psychosocial stressors, and husbands’ strategies for coping. Results: The psychiatric symptoms 
of the women did not differ as a function of their husbands’ serostatus or across subgroups 
defined according to stages of HIV infection or clinical severity of hemophilia. Instead, other 
factors—perceptions of personal risk of AIDS, husbands’ use of particular coping styles with 
respect to HIV infection, and the experience of other life events—were the principal correlates 
of psychiatric distress. Conclusions: HIV infection acted primarily as an indirect source of 
stress for these women, mediated by other psychosocial characteristics of both the women and 
their HIV-sercpositive husbands. Mental health interventions for caregivers of HIV-seropos- 
itive individuals should target the identified psychosocial correlates of psychiatric distress. 


(Am J Psychiatry 1991; 148:1016-1022) 


dramatic consequence of infection by HIV is its 
deleterious effect on mental health. In addition to 


its potential for neuropsvchological complications (1), . 


HIV infection engenders a constellation of interrelated 
psychosocial stressars. The emotional toll of protracted 
coping with this chronically stressful situation has re- 
ceived increasing attention in major groups of persons 
at risk for AIDS, including homosexual men (2-4) and 
men with hemophilia (5). 

Qualitative accounts emphasize the need to consider 
the partners of HIV-seropositive individuals when 
evaluating the mental health consequences of HIV-re- 
lated stress (6, 7). The emotional well-being of the part- 
ner of the afflicted individual may ultimately play an 
important role in the individual’s health (8). Indeed, 
previous work with HIV-seropositive men with hemo- 
philia (5) indicates that emotional and practical support 
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from their wives was a critical factor related to the men’s 
psychiatric distress levels. Nevertheless, there has been 
little systematic examination in the literature of these 
partners of the well-being of partners of HIV-seroposi- 
tive individuals and the ability to provide such support. 

A burgeoning literature on caregiving to individuals 
with a variety of other chronic conditions (9, 10) sug- 
gests that caregiving in the context of HIV infection 
may exact high emotional costs. The psychological se- 
quelae noted frequently in this literature include, most 
notably, depression and demoralization (10), but 
symptoms of anxiety and elevated anger and hostility 
levels have been observed as well (9, 10). Conceptual 
models of the process whereby the illness of a patient 
produces an emotional burden’ on the caregiver em- 
phasize the need to incorporate both patient factors 
(e.g., mode of coping with the illness) and caregiver 
characteristics (e.g., demographic characteristics and 
supportive resources) into empirical evaluations of 
this stress process (9). 

The present study considered ‘such factors in an ex- 
amination of the mental health of wives of hemophilic 
men. Many of these men were HIV seropositive. Ap- 
proximately 50%-65% of men with hemophilia in the 
United States are infected with HIV due to exposure to 


! 


i 
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TABLE 1. Background Characteristics of HIV-Seropositive and HIV-Seronegative Men With Hemophilia and Their Wives and Psychiatric Symptoms of 





the Wives 
Analysis 
Husband Seropositive Husband Seronegative Se pie g 
Total Group A Group B° Total Group C* Group EF Versus HIV Four-Group 
Item (N=17) {N=10} (N=7) (N=19)  (N=10) (N=9} Seroregative’ Comparison® 
Background characteristics 
Couples 
Family income $20,000 or r r j 3 
more 7 3 4 14 6 8 y“ =2,.16 x =5.82 
Blue-collar worker 8 6 2 8 4 4 x=0.00 4221.77 
White 17 10 7 19 10 9 — ame 
Married for 10 years or less 13 8 5 6° 3° 3 =4.93°  —_x*=6.68" 
Children in the home 10 5 5 5 2 3 x =2.68 x =5.03 
Wives 
Younger than 35 years old 11 6 5 6 4 2 x =2.73 y =4.77 
High school education or less 7° 5 25 g? 5 34 x =0.00 4°=0.71 
Unemployed 9 6 3 9 5 4 4720.11 47=0.65 
Husbands 
Younger than 35 years old 10 6 4 6 4 2 eat 71 x?=3.32 
High school education or less 5 4 1 8 4 4 x =0.20 y=1.85 
Unemployed 7 4 3 8 6 2 x*=0.00 y% =2.80 
Psychiatric symptoms in wivesë 
SCL-90 depression score 
Mean 0.33 0.35 0.31 0.27 0.23 0.32 t=0.13 F=0.10 
SD 0.86 0.98 0.82 0.78 0.76 0.84 
SCL-90 anxiety score 
Mean 0.17 0.19 0.16 0,20 0.25 0.16 t=006 F=0.12 
SD 0.49 0.50 0.63 0.52 0.76 0.42 
SCL-90 anger-hostility score 
Mean 0.21 0.21 0.22 0.14 0.08 0.25 t=0.54 F=0.79 
SD 0.54 0.63 0.55 0.48 0.38 0.42 


“Group A consisted of women whose husbands were HIV seropositive, met CDC criteria for stage IV infection cr had 1 CD4% less than 20%, 
and had mild to severe hemophilia. Group B consisted of women whose husbands were HIV seropositive, had both CDZT stage II or III infection 
and CD4% of at least 20%, and had moderate to severe hemophilia. Group C consisted of women whose husbands were HIV seronegative 
and had moderate to severe hemophilia. Group D consisted of women whose husbands were HIV seronegative and had mild hemophilia and 


minimal use of blood products. 


Chi-square values computed with Yates’ correction; df=1. For the t values, df=34, 
“Chi-square values computed with Yates’ correction; df=3. For the F values, df=3, 33. Values should be interprezed cactiously because of small 


frequencies (fewer than five subjects). 

Data were not available for one subject/couple. 
j p<0.05. 

p<0.07. 


E O=not at all, 4=extremely distressed. Data were log-transformed to reduce skewness. Group means have been reconrerted from the log scale 


to the original (raw-score) scale to facilitate interpretation. 


contaminated blood products in the early 1980s (11). 
AIDS is the leading cause of death in this population. 
The wives of HIV-seropositive hemophilic men must 
cope not only with their husbands’ health concerns but 
with other difficult issues, such as the couple’s concerns 
and frustrations regarding sexual precautions. These 
women must also reconcile themselves to the fact that 
taking safe sexual precautions will render them unable 
to have additional (or, perhaps, any) children parented 
by their husbands. 

Our study had two goals: 1} to examine patterns of 
women’s psychological distress as a function of whether 
their husbands were HIV seropositive as well as accord- 
ing to their husbands’ stage of infection and 2) to iden- 
tify psychosocial characteristics of the women and/or 
their husbands that are associated with elevated distress 
among these women. 
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METHOD 
Subjects 


Seventy-five men, representing 72% of the adult (18 
years old or older) men with hemophilia in a 24-county 
region of western Pennsylvania, werz interviewed in our 
original study (5). The wives of 37 (34%) of the 44 men 
who were married or living with a partner completed 
paper-and-pencil booklets during their husbands’ inter- 
views. Because one woman (whose husband was HIV 
seronegative) was an extreme outlie- on distributions of 
all variables and was excluded from analyses, 36 
women were considered. The husbands of 17 of these 
women were HIV seropositive; one of these 17 women 
was herself HIV seropositive. According to information 
obtained from the husbands (e.g., demographic charac- 
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TABLE 2. Associations Between Psychiatric Symptoms and Psychosocial Characteristics in 36 Women Whose Husbands Had Hemophilia? 


b 


Psychiatric Symptoms 
Depression Anxiety Anger-Hostility 
Psychosocial Variable Gross Net Gross Net Gross Net 
Predispositional 
Wife’s age 0.22 0.20 0.02 -0.02 -0.14 0.06 
Wife’s education 0.11 0.01 0.04 -0.06 0.09 -0.07 
Wife’s employment status® 0.389 0.425 0.33° 0.31° 0.28° 0.36° 
Family income" 0.07 0.04 0,06 0.09 0.05 0.04 
Family occupational status" 0.06 0.08 0.04 0.11 -0.14 -0,16 
Positive mental health history 0.14 -0.02 0.18 0.11 -0.13 -0.27 
Stressors 
Marital strain—wife 0.39% 0.34 0.374 0.30 0.434 0.36 
Marital strain—husband 0.28 0.04 0.26 0.01 0.34° 0.03 
Wife’s risk of AIDS 0.36% 0.434 0.349 0.49 0.324 0.32° 
Life events involving loss 0.35 0.349 0.3 0.364 0.394 0.36% 
Husband’s strategies for coping 
With hemorrhages 
Active cognitive 0.11 -0.11 0.17 -0.19 0.09 0.04 
Active behavioral 0.09 0.10 0.24 0.23 0.04 0.01 
Avoidance 0.24 0.13 0.35 0.28 0.23 0.16 
With HIV and AIDS threat 
Active cognitive 0.16 0.03 0.19 0.32 0.04 ~0.10 
Active behavioral 0.15 0.19 0.00 -0.22 0.10 0.12 
Avoidance 0.31° 0.35 0.16 0.13 0.28 0.25 


*Only cases with complete data {table 1) were used for the analysis of predispositional variables. Analyses for stressors and for coping strategies 


were based on N=36. 


Gross effects are indicated by zero-order correlation coefficients. Net effects are standardized regression coefficients (main effects) controlling 


for all other variables in a given domain. 


“Higher scores indicate employment, as opposed to unemployment, higher income, and blue collar as opposed to white collar status, respectively. 


dp<0.05. 
“p<0.07. 
fp<0.01. 


teristics, described later in the paper), the 36 women and 
their husbands did not differ from the couples who did 
not participate in the study. Informed consent was ob- 
tained from both husbands and wives. 

We categorized the women into four subgroups on 
the basis of clinical and immunologic evidence related 
to their husbands’ HIV infection as well as the clinical 
severity of their husbands’ hemophilia. (In general, the 
more severe the hemophilia, the more likely the men had 
been exposed to HIV.) 

Group A consisted of 10 women (including the one 
HIV-seropositive woman) whose husbands were HIV 
seropositive as determined by ELISA with Western blot 
confirmation (12). The husbands of these women either 
met Centers for Disease Control (CDC) criteria (13) for 
stage IV infection (AIDS and/or two or more persistent 
constitutional symptoms) or had a severely depressed 
percentage (less than 20%) of CD4 cells of the total 
lymphocyte cell count (CD4%), reflecting compro- 
mised immunologic status. (The meantSD CD4% was 
12.1%+4.2%.) Nine husbands had moderate to severe 
hemophilia (i.e., less than 5% coagulant activity in the 
blood); one had mild hemophilia. 

Group B consisted of seven women whose husbands 
were HIV seropositive and had moderate to severe he- 
mophilia. These men were characterized by CDC stage 
I or Ill infection (i.e., either asymptomatic or with gen- 
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eralized lymphadenopathy syndrome but no other 
symptoms) and a CD4% of at least 20%. (The mean 
CD4% for husbands in group B was 24.9%+3.9%.) 

Group C consisted of 10 women whose husbands 
were HIV seronegative. These men had moderate to se- 
vere hemophilia and thus, like the HIV-seropositive 
men, had been at risk for infection during the early 
1980s. 

Group D included the remaining nine women whose 
husbands who were HIV seronegative and who, by vir- 
tue of their mild hemophilia and minimal use of blood 
products, had been consistently at low risk for infection. 

The upper section of table 1 presents background 
characteristics of the women and their husbands ac- 
cording to the husband’s infection status as well as by 
assignment to the four study subgroups. The effects of 
the duration of HIV infection and of the time since di- 
agnosis among the husbands in groups A and B cannot 
be evaluated in subsequent analyses: duration of infec- 
tion, determined retrospectively from blood samples 
collected annually since 1977, was very similar for 
groups A and B (mean+SD for group A, 5.2+1.5 years; 
for group B, 5.4+0.6 years). All.but two men had been 
infected for more than 4.5 years. Almost all of the men 
had known of their infection status for approximately 
the same length of time (group A, 2.0+0.3 years; group 
B, 2.1+0.3 years). 
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Procedure 


Psychiatric symptoms were assessed by using the de- 
pression, anxiety, and anger-hostility subscales of the 
Symptom Checklist-90 (SCL-90) (14), a self-report check- 
list measuring current subclinical levels of disturbance 
(O=not at all, 4=extremely distressed). Each subscale 
score was formed by averaging the relevant items 
(scored in their original units). Internal consistency re- 
liability for the entire study group (Cronbach’s alpha) 
was 0.94, 0.91, and 0.84 for the depression, anxiety, 
and anger-hostility subscales, respectively. Subscale scores 
were log-transformed before analyses to reduce skew- 
ness in their distributions. 

Three domains of psychosocial factors were exam- 
ined: predispositional characteristics, psychosocial stress- 
ors, and husbands’ strategies for coping. 

Predispositional characteristics. In addition to the 
demographic profile (table 1), we determined the women’s 
histories of sustained periods of depressive and/or anxi- 
ety-related mood before their husbands’ seroconversion 
with two lead questions from the Schedule for Affective 
Disorders and Schizophrenia—Lifetime Version (SADS-L) 
(15). For depressive mood, the question was, “Have you 
ever had a period lasting 2 weeks or longer when you 
were feeling depressed or down most of the day nearly 
every day?” The anxiety question was similar: “Have 
you ever had a period lasting 2 weeks or longer when 
you were feeling nervous or anxious and worrying most 
of the time?” 

Psychosocial stressors. First, to measure marital 
strain each member of the couple independently com- 
pleted a 20-item questionnaire (5, 16). A marital strain 
index for the wives was created by averaging the items 
(alpha=0.96); a similar index was created for husbands 
(alpha=0.90). For each index, we defined high marital 
strain as scoring in the upper half (most strain) of the 
distribution. Second, wives were asked whether their 
risk of AIDS was lower, the same, or higher than that 
of other individuals. Third, the number of stressful life 
events involving personal loss (e.g., death of a family 
member) (17) occurring in the 6 months before inter- 
view was the sum of items the husband endorsed on a 
shortened version of the Psychiatric Epidemiology Re- 
search Interview (PERI) Life Events Scale, which has 
been validated in large community samples (18). 

Husbands’ strategies for coping. The coping styles of 
the husbands were assessed with the Coping Checklist 
(19), Men completed this checklist first concerning cop- 
ing with a hemorrhage occurring during the past year, 
an event for which men were likely to have established 
a personal, routine approach. 

Our choice of a hemorrhage as one context in which 
to evaluate coping permitted a variety of responses re- 
garding the men’s actions or lack thereof. Many hem- 
orrhages—especially the common internal hemorrhages 
into joints—do not require immediate administration of 
coagulation factor for survival, thus allowing a range of 
other initial responses to be made (5). 

The men completed the Coping Checklist a second 
time regarding strategies they used during the month 
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before interview to cope with issues related to HIV in- 
fection and AIDS. 

For each of the two coping areas, we created three 
indexes (19). Active cognitive coping was the sum of 
positive responses to any of five items (e.g., drew on past 
experiences). Active behavioral coping was the sum of 
positive responses to any of eight items (e.g., consulted 
a health professional). Avoidance coping was the sum 
of positive responses to five items (for hemorrhages) or 
eight items (for HIV infection) (e.g., smoked more to 
reduce tension). These indexes have been validated and 
used in a number of investigations (19), reviewed by 
Cohen (20). 


RESULTS 


We first examined the women’s symptom levels as a 
function of their husbands’ serostatus as well as accord- 
ing to their membership in the four study subgroups 
(lower section of table 1’. There were no sizable or sig- 
nificant symptom differences according to husband’s se- 
rostatus or across the four study subgroups. Further- 
more, the women’s mear. symptom levels were virtually 
identical to those reported for a normative female com- 
munity sample (14), indicating that there is no evidence 
of a general heightening of distress across the entire 
study group. 

We also determined the number of women who dem- 
onstrated clinically meaningful distress levels. Accord- 
ing to Derogatis (14), women scoring more than one 
standard deviation above the mean for the normative 
female community sample on the SCL-90 subscales are 
considered highly symptomatic. Five (29%) of the 17 
women whose husbands were HIV seropositive ex- 
ceeded this cutoff point on the depression subscale, four 
(24%) on the anxiety subscale, and three (18%) on the 
anger-hostility subscale. The numbers in the HIV-sero- 
negative group were very similar: seven (37%) of these 
19 women exceeded this cutoff point on the depression 
subscale, four (21%) on the anxiety subscale, and five 
(26%) on the anger-hostility subscale. The numbers of 
highly symptomatic women whose huskands were HIV- 
seropositive did not differ sizably or significantly from 
the numbers of highly symptomatic women married to 
HIV-seronegative men on these subscales (for depres- 
sion, 42=0.02, df=1; for anxiety, 42=0.04, df=1; for an- 
ger-hostility, y*=0.03, df=1). 

Given the lack of effects of their husbands’ HIV status 
on the women’s current psychiatric symptoms, what ac- 
counts for observed variabiliry in symptom scores? As 
shown in table 2, zero-order correlation coefficients, in- 
dicators of gross associations of psychosocial charac- 
teristics with symptom outcomes, suggest that variables 
in the stressor domain were most strongly related to symp- 
toms. Thus, greater degrees of stress (e.g., the wife’s per- 
ception of greater marital strain, her perception that she 
was at risk for AIDS, and the experience of a greater num- 
ber of loss events) were correlated with elevated symotoms 
of depression, anxiety, and anger-hostility. 
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The net effects of each psychosocial characteristic, 
controlling for other characteristics in a given domain, 
are also shown in table 2. These coefficients were deter- 
mined by regressing each outcome mental! health vari- 
able on all of the variables within a given domain. They 
indicate that, first, the only predispositional variable re- 
lated to symptoms was employment status (upper sec- 
tion of table 2): employed women were more sympto- 
matic. (HIV status exerted only a small, nonsignificant 
effect in this and subsequent regressions. It also did not 
alter the impact of [i.e., interact with] any predisposi- 
tional characteristic.) 

The midsection of table 2 shows that the most impor- 
tant psychosocial stressors were the wife’s perception 
that she was at risk of AIDS and the experience of a 
greater number of loss events. It is noteworthy that the 
husband’s HIV status did not interact with these vari- 
ables; for example, the impact of a woman’s perceptions 
of her risk of AIDS on her symptom levels was not in- 
fluenced by whether her husband was HIV seropositive. 
Similarly, the effect of loss events on symptoms was not 
moderated by the man’s HIV status. 

The lower section of table 2 presents the gross and net 
effects for the husbands’ strategies for coping. The re- 
gression analysis indicated that the husbands’ strategies 
for coping were not, Ly themselves, linked to their 
wives’ symptoms. However, two important interaction 
effects emerged between HIV status and the coping 
measures. First, the husbands’ use of active cognitive 
coping with respect to HIV was linked to higher symp- 
toms among their wives, but only among HIV-seropos- 
itive couples (for depression, b=3.77, p<0.001; for anxi- 
ety, b=3.36, p<0.01; for anger-hostility, b=4.15; p< 
0.01). Second, among HIV-seropositive couples (but 
not among their HIV-seronegative counterparts), fail- 
ure by the husbands to use avoidance coping tactics re- 
garding HIV was related to higher symptoms of depres- 
sion (b=-2.90, p<0.01) and anger-hostility (b=-2.70, 
p<0.05) among their wives. 

Finally, to assess whether the proportion of women 
with clinically significant symptom levels increased with 
the total number of individually significant psychoso- 
cial characteristics of the 36 couples, a test for a linear 
trend in proportions was performed (21). This test com- 
pared women who were àighly symptomatic on one or 
more of the subscales (i.e., those exceeding the Deroga- 
tis cutoff points) with women scoring below the cutoff 
points on all three subscales. 

A single “dose” variable was created by determining 
how many of five characteristics women possessed. These 
five characteristics, found to be most strongly related to 
wives’ mental health in the regression analyses, were 
whether 1) the wife was employed, 2} the wife perceived 
herself at high risk of AIDS, 3) the wife and the husband 
experienced at least one recent life event involving per- 
sonal loss, 4) the husband used active cognitive coping 
with respect to HIV infection (defined as scoring above 
the median on this measure), and 5) the husband failed 
to use avoidance strategies to cope with the threat of HIV 
and AIDS (defined as scoring below the median). 
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Results revealed a dose effect (Z=5.42, p<0.001). 
Among the 11 women with none or one of these psy- 
chosocial factors present, two (18%) had clinically sig- 
nificant distress; among the 22 women with two to three 
factors, 10 (45%) had significant distress; of the three 
women with four to five factors, two (67%) had signifi- 
cant distress. Although these data must be interpreted 
with caution appropriate to the small study group, they 
suggest that as the number of psychosocial contributory 
factors increases, the likelihood of experiencing elevated 
psychiatric distress increases as well. 


DISCUSSION 


This study extends previous work on the mental 
health impact of HIV infection on wives of individuals 
in a major heterosexual risk group for AIDS. Surpris- 
ingly, we found no sizable or significant differences in 
the wives’ psychiatric symptoms as a function of their 
husbands’ serostatus or across subgroups defined ac- 
cording to clinical and immunologic evidence regarding 
the husbands’ infection as well as the clinical severity of 
their hemophilia. In addition, the women’s mean symp- 
tom levels were virtually identical to those reported for 
a normative community sample. The low symptom lev- 
els among all women attest to their strength in coping 
both with the stresses of their husbands’ hemophilia and 
their husbands’ HIV serostatus. 

Do these results indicate that issues related to HIV 
infection and AIDS were unimportant for these women? 
We think not. The psychosocial variables that were re- 
lated to women’s symptoms can be viewed, in large part, 
as indirect indicators of HIV-related issues. Consider 
first the finding that being employed was associated 
with elevated psychiatric distress levels. Although ad- 
verse effects of employment among women have some- 
times been noted (22), we suggest that the association 
may have emerged in our study group because many 
women—especially those whose husbands were HIV se- 
ropositive—appeared to feel that they should have been 
at home to offer emotional and practical support to 
their husbands. A number of women stated that they 
had quit their jobs out of concern for their husbands’ 
health. Additional comments reflected frequent feelings 
of tension regarding their husbands’ health and their 
own employment, For example, one woman whose hus- 
band had AIDS said that he “doesn’t want me to go 
anywhere without him... as if he doesn’t want to be 
alone.” Another woman said that she had taken off 
large blocks of time from her job to be with her hus- 
band. 

Results concerning one of our psychosocial stressor 
variables also suggest the importance of HIV-related is- 
sues. A woman’s perception that she herself was at ele- 
vated risk of AIDS was strongly related to elevated psy- 
chiatric distress levels. It is critical to note that these 
perceptions operated independently of the husband’s se- 
rostatus: women who perceived’ themselves at higher 
risk of AIDS than other people were more symptomatic 
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regardless of whether their husbands were HIV sero- 
positive. Much as other studies have found that objec- 
tive information regarding presence or absence of HIV- 
related symptoms is not enough to alleviate individuals’ 
distress over perceived symptoms (23, 24), we too have 
found that these women’s perceptions of their own risk 
of infection and AIDS were not affected by the objective 
reality of their husbands’ serostatus. 

The couple’s experience of recent life events involving 
loss was also an important stress variable. Our data un- 
derscore the potential for deleterious mental health ef- 
fects when multiple stressful events occur at the same 
time (5). 

The associations of wives’ mental health with hus- 
bands’ strategies for coping were perhaps the most in- 
triguing results of all. It has long been accepted clinically 
that, although useful under certain circumstances, 
avoidance strategies for coping—the use of denial de- 
fenses—have a negative influence on health outcomes, 
particularly in the long term (25). Vigilant strategies, be 
they problem-focused behavioral or cognitive tactics, 
have been shown to lead to more favorable long-term 
outcomes, including less psychiatric distress (25). In- 
deed, in previous analyses we found that use of a denial 
coping style tended to be associated with elevated psy- 
chiatric distress among the men in our group, but use 
of active, problem-focused coping was associated with 
relatively lower psychiatric distress levels (5). However, 
what appeared somewhat helpful for their husbands did 
not appear at all helpful for wives, especially those 
whose husbands were HIV seropositive: among these 
women, their husbands’ use of active cognitive coping 
in the context of HIV infection was associated with ele- 
vated symptoms. In contrast, the husbands’ use of 
avoidance coping in this domain was associated with 
reduced symptom levels among their wives. We believe 
that this reflects a more general coping pattern among 
these women, who, from their qualitative comments, 
often attempted to minimize the threat of HIV infection 
in their own and their husbands’ lives. For example, one 
woman said, “The AIDS issue ... is an aspect that is 
constantly in both my and [my husband’s] mind, but we 
try to subdue it, not dwell on it, and lead as normal and 
healthy a life as possible.” Another said, “When the 
AIDS scare hit, I felt it was a curse. Now I know that 
whatever happens is meant to be.” 

It is important to acknowledge several study limita- 
tions. First, our relatively small study group limited the 
power of the analyses. However, in cases where 
we found no significant differences (e.g., between psy- 
chiatric distress levels in women married to HIV-sero- 
positive men versus those married to HIV-seronegative 
men), we also determined that effect sizes were small. 
Second, our small study group precluded examination 
of diagnosable psychiatric disorders as outcome vari- 
ables. Replication with a larger study group in which 
other partner/caregiver relationships exist—e.g., that of 
nonspouse family member, lover, friend, or volunteer 
buddy—would be important next steps in examining 
the impact of psychosocial factors on diagnosable dis- 
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order among caregivers of HIV-seropositive persons. It 
would also be important to expand examination of 
these effects to other areas of the caregiver’s life, such 
as use of health care services and general physical 
health. Finally, because the direction of causality cannot 
be firmly asserted with our cross-sectional data, repli- 
cation using a stronger longitudinal design is critical to 
determine the generalizability and ultimate interpreta- 
tion of our findings. 

Despite these limitations, the present data remain 
important in that they examine the partners of HIV-se- 
ropositive individuals, a group virtually ignored in pre- 
vious empirical research. Clearly, from a clinical per- 
spective, the HIV status of one’s partner may appear to 
be the most salient stressor in an individual’s environ- 
ment. However, other factors—namely, perceptions of 
personal risk of AIDS, experience of other life events, 
and the partner’s use of particular coping styles—ap- 
pear to be the principal correlates of psychiatric distress. 
These findings have clear implications for mental health 
interventions with the caregivers of HIV-infected indi- 
viduals. The manner by which HIV infection acts as a 
stressor for these caregivers may be primarily indirect, 
mediated by other psychosocial characteristics of the 
caregivers as well as the infected individuals themselves. 
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Disturbances of Hypothalamic-Pituitary-Adrenal Axis 
Functioning During Ethanol Withdrawal in Six Men 


Bryon Adinoff, M.D., Debra Risher-Flowers, M.D., Ph.D., Judith De Jong, Ph.D., 
Bernard Ravitz, M.D., George H.A. Bone, M.D., David J. Nutt, M.D., Ph.D., 
Laurie Roehrich, Peter R. Martin, M.D., and Markku Linnoila, M.D., Ph.D. 


Objective: Excessive exposure to glucocorticoids can have neurotoxic effects. Toe behav- 
ioral, cognitive, and neurochemical changes observed following the cessation of heavy drink- 
ing, therefore, may be associated with disturbances of the bypothalamic-pituitary-adrenal 
(HPA) axis. To investigate HPA axis disturbances during the ethanol withdrawal syndrome, 
the authors examined diurnal changes in plasma cortisol in six alcabol-dependent men — 
following the abrupt discontinuation of alcohol intake. Method: Plasma cortisol concentra- 
tions were quantified every 30 minutes for 24 hours in the early stage (1 day after cessation) 
and the middle to late stage (3 days after cessation) of the ethanol withdrawal syndrome as 
well as after the resolution of acute symptoms (8 days or more after cessation). Results: 
Plasma cortisol concentrations were almost twice as high during acute withdrawal as they 
were following recovery. The duration of the cortisol diurnal cycle on the first day of 
withdrawal was negatively correlated with the severity of withdrawal. Conclusions: There is 
a marked activation of the HPA axis associated with the ethanol withdrawal syndrome. The 
authors hypothesize that this activation may account for some of the signs and symptoms of 
acute and subacute withdrawal. They discuss the potential long-term plysiologicai effects of 
the episodic increases in cortisol associated with repeated episodes of ethanol withdrawal. 
The alterations in cortisol rhythmicity during early withdrawal may also have clinical im- 


plications. 
(Am J Psychiatry 1991; 148:1023—1025) 


he ethanol withdrawal syndrome is characterized 
by disturbances in the regulation of various neu- 
rophysiological processes (1), as manifested by norad- 
renergic hyperactivity, reduced y-aminobutyric acid 
(GABA)-ergic functioning, and activation of the hypo- 
thalamic-pituitary-adrenal (HPA) axis. Alterations in 
these systems are associated with symptoms of ethanol 
withdrawal such as tremor, diaphoresis, depression, 
irritability, nausea and vomiting, tachycardia, and el- 
evated blood pressure. 
Elevations in glucocorticoid output have been asso- 
ciated with alterations in CNS physiology, biochemis- 
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try, and structure. Changes in this stress-response sys- 
tem during ethanol withdrawal mar therefore contribute 
to both the acute and chronic changes noted in alco- 
hol-dependent patients during abstinence. To investi- 
gate the pathophysiology of HPA axis disturbances 
during ethanol withdrawal, we examined diurnal 
changes in plasma cortisol in six alcohol-dependent 
men following the cessation of heavy drinking. Plasma 
cortisol concentrations were quar-tified every 30 min- 
utes for 24 hours in the early stage and the middle to 
late stage of the ethancl withdrawal syndrome as well 
as after the resolution of acute symptoms. A prelimi- 
nary report on this study was published in 1988 (2). 


METHOD 


Six alcohol-dependent men (mean+SD age=39.7+ 
10.2 years) were studied on the National Institute on 
Alcohol Abuse and Alcoholism research unit at the 
National Institutes of Health Clinical Center. Before 
admission to the study, they consumed a mean of more 
than 150 mi (mean+SD=266+87 ml) of absolute eth- 
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HPA AXIS AND ETHANOL WITHDRAWAL 


FIGURE 1. Correlation? of Period of Diurnal Cortisol Cycle With 
Severity of Ethanol Withdrawal? on Day 1 of Withdrawal for Five 
Alcohol-Dependent Subjects 


MEAN CIWA-A SCORE 





12 14 16 18 20 22 24 
PERIOD OF ADJUSTED CYCLE (hrs) 


*r=—0.98, df=4, p<0.005. The cycle period was adjusted for the 
best-fit duration. One patient (open circle} was not included in the 
analysis because he had ingested a benzodiazepine 1 day before the 
study. 

>Mean score on the Clinical Instrument for Withdrawal Assess- 
ment—Alcohol (CIWA-A). 


anol daily. They all claimed that their last drink was 
within 24 hours of admission. 

On admission, the mean breath alcohol concentra- 
tion of the six men was 110430 mg/100 ml. All were 
drug free on admission {verified by urine drug screen) 
except one patient, who later acknowledged taking 
0.25 mg of alprazolam the day before admission. (The 
data for this patient were excluded from analysis.) 
These patients met DSM-III criteria for alcohol depen- 
dence, had Michigan Alcohol Screening Test (3) scores 
indicative of alcoholism (35.7410.4; range=19—-48), 
and met Research Diagnostic Criteria (4) for alcohol- 
ism. Six male control subjects (42+16.6 years old) (t= 
0.4, df=11, n.s.) were also evaluated. They were free 
of past or present DSM-/II axis I or II diagnosis. Writ- 
ten informed consent was obtained from all subjects. 
The alcohol-dependent patients were admitted to the 
inpatient unit at approximately 9:00 a.m. Study days 
(5:00 p.m. through 5:00 p.m.) were as follows: day 
1=day of admission, day 3=24 hours following com- 
pletion of day 1 (obtained for five patients); day 8+ 
=at least 1 week following admission (four patients on 
day 8, one on day 23, and one on day 30). Breath 
alcohol concentrations were less than 50 mg/100 ml 
(mean=20+10 mg/100 ml) when the study was initi- 
ated. Control subjects were hospitalized for one night 
before the study and for another night while cortisol 
concentrations were obtained; cortisol concentrations 
were obtained from 3:00 p.m. through 3:00 p.m. 
Plasma cortisol was determined by using radioimmu- 
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noassay (5). The samples were obtained every 30 min- 
utes in alcohol-dependent subjects and every hour in 
control subjects. Severity of ethanol withdrawal was 
quantified by using a validated rating scale (the Clini- 
cal Instrument for Withdrawal Assessment—Alcohol) 
(6). These ratings were determined hourly (while 
awake) on day 1 and every third hour on day 3 and 
day 8+. Plasma cortisol concentrations and Clinical 
Instrument for Withdrawal Assessment—Alcohol scores 
are presented as the means plus or minus the standard 
deviations of all values in a 24-hour period. 


RESULTS 


The mean plasma cortisol concentrations on day 1 
and day 8+ of withdrawal of five patients were com- 
pared by using paired t test. Since no data were avail- 
able for one of these patients on day 3, this day was 
excluded from analysis; the data from the patient 
who gave himself a benzodiazepine before admis- 
sion was also not included in the analysis. The highest 
mean plasma cortisol concentrations on the first day of 
withdrawal (15.3+4.3 yg/dl) coincided with peak with- 
drawal symptoms (mean Clinical Instrument for With- 
drawal Assessment—Alcohol score=10.6#2.2), Day 1 
cortisol concentrations were significantly higher than 
those following recovery on day 8+ (9.0+2.0 g/dl) (t= 
3.05, df=4, p<0.05) (mean Clinical Instrument for 
Withdrawal Assessment—Alcohol score on day 8+= 
1.4+0.6). The day 3 mean cortisol concentrations (N=4, 
11.9%3.8 g/dl) were between the day 1 and day 8+ 
levels. Significant differences in mean cortisol concentra- 
tions were observed between control subjects (10.31.0 
mg/dl) and patients on day 1 (t=3.19, df=9, p<0.02); 
there were no differences between control subjects and 
patients on day 8+ (t=1.39, df=9, n.s.). 

To examine the relationship of plasma cortisol di- 
urnal rhythmicity and severity of the ethanol with- 
drawal syndrome, we used cosine analysis to charac- 
terize potential variations in diurnal cortisol secretion 
cycle length. On day 1 of withdrawal, three of the five 
patients exhibited a cycle length shorter than that of 
any of our control subjects (range=20~22 hours). A 
strong negative correlation was evident between the 
duration of the adjusted cycle length on day 1 and the 
severity of withdrawal (figure 1). The patient who gave 
himself a benzodiazepine before admission, excluded 
from the preceding analysis, demonstrated an adjusted 
cycle length on day 1 similar to that of the control 
subjects, despite moderate withdrawal symptoms (his 
mean Clinical Instrument for Withdrawal Assess- 
ment—Alcohol score=14.5) and marked hypercorti- 


_solemia (mean cortisol level=15.4 g/dl) (figure 1). 


DISCUSSION 


This study has several methodological shortcom- 
ings, including small size, different periods of acclima- 
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tion to the environment, a limited sampling period to 
evaluate diurnal rhythmicity, and differences in the 
timing of day 8+. Despite these limitations, there were 
consistent findings of a sustained elevation of plasma 
cortisol concentrations in five alcohol-dependent pa- 
tients during the ethanol withdrawal syndrome. 

Both the glucocorticoids and chronic alcohol use in- 
fluence a diverse array of physiological processes (7), 
such as immune function, sleep, glucose metabolism, 
cardiovascular function, prostaglandin synthesis, and 
catecholamine and serotonin functions. Since many al- 
cohol-dependent individuals experience repeated epi- 
sodes of ethanol withdrawal, the associated episodic 
increases in cortisol may be responsible in part for the 
changes noted in these processes following chronic al- 
cohol use. For example, the putative neurotoxic effects 
of increased corticosteroid concentrations (8), perhaps 
in combination with the direct toxic effects of alcohol, 
thiamine deficiency, and/or sleep apnea, may con- 
tribute to the cognitive impairments associated with 
chronic alcohol dependence. In addition, the elevated 
levels of cortisol associated with the cessation of eth- 
anol intake in the alcohol-dependent patient may ac- 
count for some of the signs and symptoms of acute and 
subacute withdrawal, such as fatigue, weakness, de- 
pression, elevated blood pressure, and confusion. 

Current recommendations for the treatment of un- 
complicated ethanol withdrawal suggest the selective 
use of pharmacotherapy; it is generally considered ac- 
ceptable to treat mild withdrawal with supportive 
therapy only (1). If toxic effects of withdrawal-associ- 
ated hypercortisolemia can be conclusively demon- 
strated, more aggressive pharmacotherapy may be sug- 
gested in the future. 

The alterations in cortisol rhythmicity during early 
withdrawal may also have clinical implications. This 
change may be specific to the HPA axis or may be 
evidence of more widespread systemic desynchroniza- 
tion of the “biological clock,” perhaps due to an alco- 
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hol-induced or withdrawal-induced defect in the su- 
prachiasmatic nucleus. Alterations in physiological 
rhythms have been associated with disturbances in 
mood and sleep, both of which are commonly ob- 
served during chronic alcohol intake and the with- 
drawal syndrome. The one patient who took alprazo- 
lam the day before admission demonstrated a normal 
diurnal plasma cortisol rhythm despite high cortisol 
levels. Since benzodiazepines have been shown to “en- 
train” the desynchronization of circadian rhythms (9), 
alprazolam may have normalized this patient’s circadian 
rhythmicity without attenuating HPA axis activation. 
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Childhood Antecedents of Homelessness 
in Psychiatric Patients 


Ezra S. Susser, M.D., M.P.H., Shang P. Lin, Ph.D., Sarah A. Conover, M.P.H., 
and Elmer L. Struening, Ph.D. 


Objective: This study examined the relationship between childhood experience and home- 
lessness in psychiatric patients. Method: Three large and diverse samples of homeless patients 
(N=512) were compared with a sample of patients who had never been homeless (N=271), 
with respect to childhood experience of foster care, group home placement, and running 
away. One of the homeless samples and the never homeless sample were drawn from patients 
admitted to a state mental hospital. In this state hospital population, risk ratios for lifetime 
prevalence of homelessness could be derived. Results: In the three homeless samples, over 
18% had a history of foster care, over 10% had a history of group home placement, and over 
20% had a history of running away. These figures compared with 2%, 1%, and 5%, 
respectively, in the never homeless sample. In the state hospital, the lifetime prevalence of 
homelessness in patients with any one of these childhood experiences was about threefold 
that of other patients. A bistory of homelessness was reported by the great majority of state 
hospital patients who bad had one of these childhood experiences. Conclusions: These 
childhood experiences were strongly associated with adult homelessness in these psychiatric 
patients. It might be possible to prevent homelessness in some cases by interventions aimed 


at patients with such childhood histories. 
(Am J Psychiatry 1991; 148:1026—1030) 


his paper reports on the relationship between 

childhood experiences and homelessness in psy- 
chiatric patients. Recent studies (1—3) affirm that in the 
United States, homelessness has had an especial impact 
on psychiatric patients. Yet empirical data on which 
psychiatric patients are at highest risk for homelessness 
are limited (4, 5). - 

We examine potential childhood antecedents of 
homelessness, namely, placement in foster care, place- 
ment in a group home, and running away for 1 week 
or longer. Three studies, taken together, test for asso- 
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ciations among these childhood experiences and adult 
homelessness in psychiatric patients. In short, we com- 
pare three large and diverse samples of homeless pa- 
tients with a never homeless reference group, with re- 
spect to these childhood experiences. 

In the first study, in former psychiatric inpatients in 
New York City municipal shelters, we found a high 
frequency of these childhood experiences (6). In the 
second study, we replicated this finding in nonshelter 
homeless patients admitted to an urban psychiatric 
hospital by street outreach teams. In the third study, 
we tested the findings of the first two studies in a pop- 
ulation of patients admitted to a suburban state mental 
hospital. This population provided a never homeless 
reference group as well as a third group of homeless 
patients. In addition, the third population allowed us 
to obtain risk ratios for the factors under study. 

A childhood experience that predicts adult home- 
lessness may not itself be a cause of homelessness, but 
rather may serve as a marker for associated processes 
in the individual, in the family, or in their interrela- 
tionship that are causally related to homelessness in 
adulthood. Nonetheless, the establishment of an as- 
sociation between a childhood experience and sub- 
sequent homelessness can be a significant step in 
elucidating the causes of homelessness. Further, the 
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identification of a subgroup of patients at high risk for 
homelessness can have implications for intervention. 


METHOD 
Subjects 


Shelter sample. In 1985 we interviewed a sample of 
men and women staying in the New York City munic- 
ipal shelter system (N=1,092) (7), as well as a separate 
sample of new arrivals at the men’s shelters (N=223) 
(2). The sampling strategies (aimed at representative 
samples) and the findings have been reported else- 
where (2, 7). Here we consider only the 81 women and 
the 165 men (33 men were from the sample of new 
arrivals) with a history of admission to a psychiatric 
hospital, henceforth referred to as the shelter patients. 

Bellevue sample. In 1987 the mayor of New York 
City broadened the interpretation of involuntary com- 
mitment laws. Homeless mentally ill persons outside of 
municipal shelters who were unable to care for them- 
selves were to be admitted to Bellevue Hospital (8). 
Most were identified by outreach teams in midtown 
Manhattan. Ward staff were asked to complete ques- 
tionnaires for the 174 patients admitted over the initial 
6 months of the program. Seven subjects refused to 
participate, and information was incomplete for seven 
others. 

State hospital sample. In 1988-1989 we collected 
data on patients admitted to Rockland Psychiatric 
Center, a New York state mental hospital that pro- 
vides long-term inpatient care for patients in two sub- 
urban counties and for some from New York City. At 
the time of the study, the hospital also admitted pa- 
tients directly from emergency rooms. 

The state hospital sample comprises 377 admitted 
patients. Of 556 patients admitted for at least 1 week 
between September 1988 and April 1989, 440 were 
assigned to social workers, who returned a question- 
naire on every patient assigned to them; information 
was complete on 377 (86%) of these. The remaining 
116 patients were assigned to three social workers, 
who returned questionnaires on only 57 of them. To 
avoid possible bias in the selection of these 57 patients 
from the 116, we excluded the entire 116. Since pa- 
tients were assigned to social workers in systematic 
rotation, bias due to the exclusion of the entire 116 
was unlikely, 


Procedure 


Shelter sample. The interview included structured 
questions on out-of-home placements {including foster 
care and group home placements) and behavioral 
problems (including running away) in childhood (2, 7). 

Bellevue sample. The questionnaire included the 
questions on foster care and group home placement 
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used in the shelter study but not questions on running 


- away. Questionnaires were comple-ed by ward staff 


(generally a social worker or community liaison work- 
er), who used informatioa from any available sources 
(patient, relatives, outreach team, charts). 

State hospital sample. Social workers were trained 
and supervised in the use of a qu2stionnaire in the 
course of the psychosocial assessment. It included the 
same questions on childhood experiences as were used 
in the shelter and the Bellevue samples. The section on 
homelessness elicited the cumulative time spent home- 
less in three overlapping time periods: the past 3 
months, the past 3 years, and since age 17. Homeless- 
ness was defined as sleeping in shelters or public places 
from age 17 onward. Stractured quz2stions and guide- 
lines were provided for interviewers. 

The reliability of the responses on homelessness was 
checked in 17 patients who remained on the admission 
wards after the end of the study and were reinter- 
viewed in a blind manner by a social worker. For the 
dichotomy ever homeless/never homeless in adult life- 
time, the focus of this paper, there was complete agree- 
ment. Both interviewers rated the same seven patients 
as ever homeless. 

Diagnoses were obtained from th computerized in- 
formation system used by New Ycrk state hospitals. 
Patients with a drug- or alcohol-releted diagnosis (pri- 
mary or nonprimary) in the present or a previous ad- 
mission were considered to have a history of drug or 
alcohol abuse. 


Data Analysis 


The three homeless samples were each compared 
with the never homeless state hospital patients with 
respect to the proportion of patients who had had each 
childhood experience. Odds ratios were not used be- 
cause with a common outcome (such as homelessness 
in psychiatric patients), they do not give good esti- 
mates of relative risks. 

In analyses restricted to the state hospital popula- 
tion, lifetime prevalence ratios were obtained. Lifetime 
prevalence ratios were defined as the proportion ever 
homeless in patients with the childood experience di- 
vided by the proportion ever homeless in patients with- 
out the childhood experience. Logistic regression was 
used in multivariate anaiyses in this population, since 
the dependent variable was the birary outcome ever/ 
never homeless (9). Adjustment was made for several 
potential confounding or intervering variables. Be- 
cause of the overlap between childhood experiences 
and the small numbers of patients reporting them, each 
childhood variable was tested individually for signifi- 
cance as a predictor of homelessness without control- 
ling for the other childhood variables. Odds ratios 
based on logistic regression are noz reported (see ear- 
lier discussion), 
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TABLE 1. Prevalence of Childhood? Foster Care, Group Home Placement, and Running Away Among Homeless and Never Homeless Psy- 


chiatric Patients 
n pee Catchment Area” 
ge (years) thnic Group a) a a 
Sanpleiand Childhood Total Male Female <40 =>40 Black Other York City Other 
Experience N % N %o N 0 N % N % N % N % N %o N % 
Never homeless patients 
in state hospital 271 100 169 100 102 100 194 100 77 100 137 100 134 100 124 #100 147 100 
Foster care 5 2 3 2 2 2 4 2. « 1 5 4 0 0 2 2 3 2 
Group home 4 1 1 1 3 3 3 2 1 1 4 3 0 0 1 1 3 2 
Runaway 14 5 9 5 5 S 13 7 1 1 9 7 5 4 4 3 10 7 
Ever homeless 
State hospital patients 106 100 70 100 36 100 83 100 23 100 57 100 49 100 62 100 44 100 
Foster care 19 18 13 19 6 17 16 19 3 B B ZB 6 12 8 13 1 25 
Group home 16 15 14 20 2 6 13 16 3 13 10 18 6 12 7 © 9 20 
Runaway 26 25 20 29 6 17 22 27 4 17 19 33 7 14 18 29 8 18 
Bellevue patients 160 100 101 100 59 100 71 #100 89 100 62 100 98 100 — — = — 
Foster care 27 17 17 17 10 17 12 17 15 17 14 23 83 83 — — = = 
Group home 17 11 14 14 3 5 8 11 9 10 9 15 8 8 — = — — 
Runaway" ee —_ —_ — 
Shelter patients 246 100 165 100 81 100 176 100 70 100 165 100 81 100 — — — — 
Foster care 54 22 38 23 16 20 38 22 16 23 4 #27 10 12 — — — — 
Group home 44 18 31 19 13 16 36 20 8 11 #33 20 11 14 — — — — 
Runaway 48 20 37 22 11 14 33) 19 15 21 30 18 18 2 — — ~ = 


“Before age 17. 
PBellevue and shelter samples were from New York City. 
“Questions on running away were not asked in Bellevue sample. 


RESULTS 


Foster care was reported by more than 15% of the 
patients in each of the three homeless samples and by 
2% of the never homeless state hospital patients (table 
1). Group home placement was reported by more than 
10% of each of the three homeless samples and by 1% 
of the never homeless. Running away was reported by 
20% or more of each ot two homeless samples and by 
5% of the never homeless. Within all major demo- 
graphic subgroups these three childhood experiences 
were consistently more common in the three homeless 
samples than in the never homeless (table 1). This also 


held true within diagnostic subgroups (data available. 


from Dr. Susser). 

Homelessness at some time since age 17 was re- 
ported by 79% of the state hospital patients who had 
received foster care, 80% of those who had been in 
group homes, 65% of those who had been runaways, 
and 21% of those who had had none of these child- 
hood experiences. Lifetime prevalence ratios are pre- 
sented in table 2. 

Many state hospital patients reported more than one 
of these childhood experiences. Patients with a history 
of group home placement were especially likely to re- 
port one of the other childhood experiences; in 20 such 
patients, 16 had a history of foster care or of running 
away. 

In a logistic regression, adjustment was made for the 
following variables: age group (younger than 40, 40 or 
older), ethnicity (black, other), gender, catchment area 
(New York City, other’, diagnosis (schizophrenia re- 
lated, other), drug abuse history (present, absent), and 
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TABLE 2. Relationship Between Homelessness and Childhood 
Foster Care, Group Home Placement, and Running Away in 377 
Patients in a State Mental Hospital 


Ever nye a 
Lifetime 95% 
Homeless Prevalence Confidence 

Group N N % Ratio Interval 
Foster care 3.2 2.4, 4.2 

Yes 24 19 79 

No 353 87 25 
Group home? 3.2 2.4, 4.2 

Yes 20 16 80 

No 356 89 25 
Runaway” 27 2.0, 3.7 

Yes 40 26 65 

No 334 79 24 


“Data missing for one patient. 
Data missing for three patients. 


alcohol abuse history (present, absent). Histories of 
foster care (p<0.0001), group home placement (p< 
0.0001), and running away (p<0.0001) were each 
highly significant. 

The utility of these logistic regression models in the 
prediction of homelessness was examined. In terms of 
sensitivity, with only the control variables (given ear- 
lier) in the model, none of the ever homeless had an 
estimated probability of homelessness greater than 
0.50; however, when one of the childhood variables 
was added to the model, 19%, 15%, and 24% of the 
ever homeless had a probability of homelessness 
greater than 0.50 for foster care, group home place- 
ment, and running away, respectively. In terms of spec- 
ificity, with only the control variables in the model, 
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99% of the never homeless had a probability of home- 
lessness less than 0.50; when the childhood variables 
were added, 97%, 98%, and 97% of the never home- 
less had a probability of homelessness less than 0.50 
for foster care, group home placement, and running 
away, respectively. Further, the sample was then split 
randomly into two subsamples, one for fitting these 
models and the other for testing the predictive power; 
the sensitivities and specificities remained essentially 
the same. 


DISCUSSION 


A history of foster care, group home placement, or 
running away for 1 week or longer was common in the 
three large and diverse samples of homeless inpatients 
and not in the sample of never homeless inpatients. In 
state mental hospital patients, the lifetime prevalence 
of homelessness in patients with a history of foster 
care, group home placement, or running away was 
found to be approximately threefold that of other pa- 
tients. In a logistic regression each of these variables 
remained highly significant (p<0.0001) after potential 
confounding and intervening variables were con- 
trolled. In fact, the great majority of state hospital pa- 
tients with these childhood histories had been home- 
less at some time—79% of those with a history of 
foster care, 85% of those with a history of group home 
placement, and 65% of those with a history of running 
away. These figures may yet underestimate their life- 
time risk of homelessness, since the patients had not 
completed their life course. 


Caveats 


First, homelessness far in the past may have been 
underreported by state hospital patients. Second, 26 of 
the 106 ever homeless state hospital patients had a 
relatively short experience of homelessness of less than 
1 month. Third, some of the potential sample in the 
state hospital was lost because three less diligent social 
workers returned questionnaires on only 57 of the 116 
patients assigned to them. Fourth, for some purposes 
current (rather than lifetime) homelessness is more 
instructive. 

We examined the potential effect of these factors on 
the results by repeating the logistic regression analyses 
under the following circumstances: 1) using only pa- 
tients who were judged by social workers to be good 
informants (to minimize bias due to underreporting); 
2) using homelessness of more than 1 month as the 
dependent variable (to exclude short episodes of home- 
lessness); 3) with the inclusion of the 57 questionnaires 
that were returned by less diligent social workers (to 
check for bias in sampling); and 4) with ever/never 
homeless in the past 3 months as the dependent vari- 
able (to examine the effect of childhood experience on 
current homelessness). In every case, a history of foster 
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care, group home placement, and rurning away re- 
mained highly significant. 

Two other potentially relevant childhood experi- 
ences were tested in the logistic regression analysis (not 
shown in results). Being sent zo jail or reform school 
was not a significant predictor of homelessness (p= 
0.48). Placement in a special residence for children 
with disabilities was significant at -he 0.05 level (p= 
0.02), but its association with homelessness was much 
weaker than that of foster care, group home place- 
ment, and running away. 


Implications for Intervention 


A program aimed at patients wich tzese childhood 
histories might prevent homelessn2ss in some cases. 
Foster care, group home placement, and running away 
have several salient attributes that vould be conducive 
to the success of a preventive intervention. These child- 
hood experiences precede homelessness, are stable 
characteristics, are easily assessec, strongly predict 
homelessness, and mark a group at 2xtremely high risk 
for homelessness. They also relate to a substantial por- 
tion of the risk of homelessness, e-thez directly or as 
markers for other factors; the attributable risk (or eti- 
ologic fraction) (10) for homelessn2ss iue to any one 
of the three was 25%. Thus, an eftective intervention 
could have a significant impact on the occurrence of 
homelessness in psychiatric petients. 

Elucidation of the causal processes that underlie the 
association among these childhood experiences and 
adult homelessness in psychiatric inpatients will surely 
advance the possibility of effective intervention. As 
noted earlier, even though a chidhood experience 
strongly predicts adult homelessness, it may not itself 
be a cause of Homelessness. For imstance, family and 
individual problems associated with foster care in 
childhood (e.g., poverty, death of € mother, abuse, or 
neglect) may be causally related to adult homelessness, 
while the experience of foster care i:self may have little 
or no effect. Yet in this case foster care, as a marker, 
will be a predictor of hcmelessness. 

Some of the causal pathwavs thet might link foster 
care in childhood to adult homelessiess are depicted in 
figure 1. On the basis of available theory (11—14) and 
data (15—18), it is hypothesized that the vulnerability 
of former foster children to homelessness is due largely 
to their less effective kin support (figure 1). In the case 
of group home placement and runn ng away, however, 
individual dysfunction (e.g., drug abuse) would be ex- 
pected to play a more prominent role 19-21). 

Efforts to reduce homelessness in these high-risk pa- 
tients need not and should not be postponed until such 
knowledge is available. A stzaigh-forvard approach 
would involve identifying patients with these child- 
hood histories at the time of their irst admission to a 
psychiatric hospital, with a simp-e set of screening 
questions. Such patients would be offe-ed ongoing ac- 
cess to a service designed to assist patients in tasks 
directly related to housing, such as loceting emergency 
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CHILDHOOD ANTECEDENTS OF HOMELESSNESS 


FIGURE 1. A Causal Model o° Childhood Foster Care and Adult Homelessness in Psychiatric Patients? 
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Thicker lines indicate chat family strain is hypothesized to have a greater effect than individual dysfunction. 
In the child, refers to emotional and behavioral problems, as well as physical disabilities, and may include premorbid signs of psychiatric 
disorders diagnosed in adulthood. In adulthood, also included are problems in social adaptation, e.g., illiteracy, substance use, premarital 
pregnancy, and less resilience to adverse events without otherwise overt dysfunction. 


and long-term accommodations and setting aside 
money to pay the rent. 

Finally, we underscore that homelessness is a trauma 
affecting large numbers of psychiatric patients in the 
United States. Further research on the causes of home- 
lessness and preventive interventions for high-risk sub- 
groups may help to alleviate the problem. These efforts 
should be accompanied by attempts to achieve the fun- 
damental changes :n housing and mental health poli- 
cies required to prevent 10melessness in all mental pa- 
tients (22). 
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Screening for Dysfunction in the Children of Outpatients 
at a Psychopharmacology Clinic 


Michael S. Jellinek, M.D., Sandra J. Bishop, M.A., J. Michael Murphy, Ed.D., 
Joseph Biederman, M.D., and Jerrold F. Rosenbaum, M.D. 


Objective: The goals of this study were 1) to determine whether the use of the Pediatric 
Symptom Checklist in an adult-oriented psychiatric practice was feasible, 2) to determine if 
scores indicative of dysfunction on the Pediatric Symptom Checklist were asscciated with 
parental or background factors, 3) to determine whether children flagged by their sccres on 
the Pediatric Symptom Checklist were receiving psychiatric services, and 4) to compere the 
psychosocial dysfunction in this group of children with that found in children screened as part 
of routine pediatric visits. Method: Adult outpatients in a hospital’s clinical psychopl-arma- 
cology unit were asked to complete the Pediatric Symptom Checklist regarding their children. 
These patients were the parents of 100 school-aged children. Factors such as the parents’ 
diagnoses and demographic variables were also examined. Results: The Pediatric Syrıptom 
Checklist was readily accepted by parents and fit easily into the routine of general psychiatric 
practice. Significantly more of the children of these outpatients than of children in comtaradle 
pediatric offices had scores indicative of psychiatric dysfunction (scores above the cuto¥#). 
Children of parents who were single, of low socioeconomic status, or with a diagnosis of 
personality (especially borderline) or mood disorder were more likely to have scores above ihe 
cutoff. More than a third of the children who had scores above the cutoff on the Pediatric 
Symptom Checklist were not currently receiving psychiatric services. Conclusions: The Pedi- 
atric Symptom Checklist provided a rapid and simple method for general psychiatrists, to 


identify psychosocial dysfunction in their patients’ children. 


(Am J Psychiatry 1991; 148:1031-1036) 


7 


Ro indicates that children of psychiatric pa- 
tients are at high risk for psychiatric disorders and 
dysfunction. The risks stem from genetic factors, the 
impact of being raised by an emotionally disordered 
parent, and the high rate of secondary stressors such as 
divorce and parental hospitalization (1). However, as 
highlighted by Philips (2), clinicians who treat adults 
often overlook the facts that their patients may be par- 
ents and that their children may require psychiatric at- 
tention. 

Early studies (3) as well as more recent work (4-6) 
demonstrate that children of mothers with schizophre- 
nia are at much higher risk for both schizophrenic dis- 
orders and other psychiatric disorders. Investigators 
have also documented the high risk among children of 
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parents with affective disorders (7-11 . Weissman et al. 
(12) found a high rate of major depression (37%), a 
serious risk of substance abuse, and poorer overall func- 
tioning in 220 children of depressed parents. 

The children of parents with anxizty disorders are 
also at risk. Turner et al. (13) founc that children of 
parents with anxiety disorders were more anxious and 
fearful, reported more school difficu ties and somatic 
complaints, and were more likely to hare psychiatric 
disorders than comparison groups of children whose ` 
parents did not have anxiety disorders. Rosenbaum et 
al. (14) determined that “behavioral inhibition to the 
unfamiliar” was highly prevalent in chaldr2zn whose par- 
ents had panic disorder and agoraphobia. They con- 
cluded that these children were at risk for later psychi- 
atric disorder. 

Less attention has been focused on caildren of parents 
with personality disorders. However, in an investiga- 
tion of 137 psychiatric patients with varicus diagnoses, 
Rutter and Quinton (15) reported that children of par- 
ents with personality disorders were az even greater risk 
than children of parents with psychotcc or affective dis- 
orders. 
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SCREENING CHILDREN OF OUTPATIENTS 


Other studies have examined the children of psychi- 
atric outpatients with a full range of diagnoses. Or- 
vaschel et al. (16) determined that 43% of 28 children 
of parents with psychiatric disorders had psychiatric 
disorders themselves, and Feldman et al. (17) found that 
39% of 306 children of parents with psychiatric disor- 
ders had received psychiatric diagnoses. 

Despite the consensus regarding the high rate of psy- 
chopathology and dysfunction in the children of psychi- 
atric patients, investigators have reported that many of 
these children are not identified and do not receive 
needed services. Orvaschel et al. (16), for example, 
found that 42% of the children diagnosed with a psy- 
chiatric disorder in their study had never received any 
treatment. Several recent reports (18-20), including one 
by the Institute of Medicine (20), have highlighted the 
need for primary and secondary prevention efforts with 
the children of psychiatric patients. 

One approach to increasing services for children at 
risk for psychopathology and dystunction is to step up 
efforts to identify those most in need by instituting sys- 
tematic screening procedures. To be successful, screen- 
ing procedures must fit into the pattern of clinical prac- 
tice; therefore, they must be brief and simple (21). 

In pediatric settings, parental reports, especially 
symptom checklists, have been found to be a useful 
method of screening children’s psychosocial function- 
ing (22; unpublished 1989 paper by J.M. Murphy et al.); 
however, similar screening methods for the children of 
psychiatric patients have not been investigated. Since 
screening relies on parental reporting, the most obvious 
question is whether parents who are psychiatrically ill 
can provide reliable and valid reports. Although it is 
clear that parental reports of child behavior can be in- 
fluenced by a variety of factors, including the parent’s 
own adjustment (23, 24), there is also evidence to sug- 
gest that even psychiatrically ill parents can be accurate 
reporters. For example, investigations comparing re- 
ports of such parents with reports from clinicians, 
teachers, and the children themselves (10, 17) found no 
major inconsistencies associated with parental psychi- 
atric disorder. Given the practical need for and limita- 
tions of screening using brief questionnaires, extensive 
research with specific groups will be necessary to know 
the nature and meaning of parental reporting. 


THE PEDIATRIC SYMPTOM CHECKLIST 


The screening instrument chosen for the current study 
was the Pediatric Symptom Checklist (25) (appendix 1). 
The Pediatric Symptom Checklist is a 35-item question- 
naire that takes less than 5 minutes to complete and 
score. The answers reflect the parent’s view of his or her 
school-aged child’s psychosocial functioning. Using an 
empirically defined cutoff point (26), the Pediatric 
Symptom Checklist identifies dysfunctional children 
who are likely to benefit from further psychiatric evalu- 
ation. 

The validity and reliability of the Pediatric Symptom 
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Checklist have been demonstrated in a variety of pedi- 
atric settings. Pediatric Symptom Checklist scores have 
been compared with child assessments based on in- 
depth interviews, other validated questionnaires, and 
data from children’s daily lives. In a study conducted in 
two middle-class pediatric practices (27), results indi- 
cated 79% agreement (kappa=0.60) between Pediatric 
Symptom Checklist scores and clinicians’ ratings of psy- 
chosocial dysfunction, with a sensitivity of 0.95 anda 
specificity of 0.68. In the same study, the overall agree- 
ment between the Pediatric Symptom Checklist and 
presence of a serious psychiatric diagnosis was 87% 
(kappa= 0.74, sensitivity=0.87, specificity=0.89). Test- 
retest reliability between two administrations of the Pe- 
diatric Symptom Checklist about 4 weeks apart was 
r=0.86. These findings were replicated independently by 
other investigators using a different group of children 
on a military base (28). 

Acceptable levels of reliability as well as high levels of 
overall agreement between Pediatric Symptom Check- 
list scores and clinicians’ ratings of psychosocial dys- 
function have also been found with economically disad- 
vantaged and minority group children (29) and in a 
study conducted in an inner-city pediatric clinic (unpub- 
lished 1989 paper by J.M. Murphy et al.). These results 
suggest that the Pediatric Symptom Checklist is valid 
and reliable for screening children from disadvantaged 
and minority backgrounds as well as for children in 
middle-class settings. Another investigation (26) found 
high levels of overall agreement (89%, kappa=0.52) be- 
tween the Pediatric Symptom Checklist and the Child 
Behavior Checklist, along with acceptable levels of test- 
retest reliability (r=0.86). 

In terms of daily functioning, 87% of a group of chil- 
dren referred to a clinic for psychiatric evaluation had 
scores above the cutoff on the Pediatric Symptom 
Checklist (26). Investigators in a public middle school 
setting (30) reported an 83% agreement between Pedi- 
atric Symptom Checklist scores and counselors’ assess- 
ments of student functioning as well as an 84% level of 
agreement between parents’ reports on the Pediatric 
Symptom Checklist and children’s self-reported Pediat- 
ric Symptom Checklist scores. These authors also found 
that 42% of the children who had scores above the cut- 
off later failed a course, compared with 20% of the chil- 
dren with scores below the cutoff. The results of this 
study demonstrated the validity of the Pediatric Symp- 
tom Checklist by using the objective outcome criterion 
of school performance independent of parental reports. 

The present study is to our knowledge the first to use 
the Pediatric Symptom Checklist as a brief screening 
procedure for the children of psychiatric outpatients. 
The goals of the study were 1) to determine whether the 
use of the Pediatric Symptom Checklist in an adult-ori- 
ented psychiatric practice was feasible, 2) to determine 
if scores above the cutoff on the Pediatric Symptom 
Checklist were associated with any particular parental 
or background factors, 3) to determine whether chil- 
dren flagged by their scores on the Pediatric Symptom 
Checklist were receiving psychiatric services, and 4) to 
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compare the rate of psychosocial dysfunction in this 
group of children with that found in children screened 
as part of routine pediatric visits. 


METHOD 


The study was conducted in a hospital clinical psy- 
chopharmacology unit, an outpatient clinic emphasiz- 
ing psychotropic treatment of anxiety and affective 
disorders and related clinical research. All English- 
speaking patients who had children 6-12 years old and 
who had scheduled appointments during the study pe- 
riod were considered eligible. A research assistant ap- 
proached eligible patients in the waiting room and 
asked them to fill out a Pediatric Symptom Checklist for 
each of their children. Participation was completely vol- 
untary. After patients had completed the Pediatric 
Symptom Checklist, the research assistant told them 
about the interview phase of the study, asked whether 
they would agree to be potential subjects, and obtained 
written consent. We continued to recruit subjects until 
100 completed Pediatric Symptom Checklists were ob- 
tained. 

One hundred nine English-speaking patients with 
children in the target age range kept their appointments 
during the study period. We were able to approach 89 
(82%) of these patients, and 80 (90%) of them agreed 
to participate. Seventy-four (93%) of the consenting pa- 
tients completed the Pediatric Symptom Checklist. (Six 
patients who consented brought the Pediatric Symp- 
tom Checklist home to complete it but did not return it 
despite repeated in-person and telephone reminders. 
These patients had diagnoses similar to those of patients 
who completed the Pediatric Symptom Checklist.) 

The 74 patients were from different families (no 
checklists were completed by spouses) and had 100 chil- 
dren 6-12 years old; 23 families had more than one 
child. In 18 of these families the siblings had concordant 
Pediatric Symptom Checklist results, and in five the sib- 
lings had discordant results (one or more of the children 
had scores above the cutoff and the remaining child or 
children had scores below the cutoff). The 21 children 
with Pediatric Symptom Checklist scores above the cut- 
off came from 17 different families (two families had 
two children with scores above the cutoff and one fam- 
ily had three children with scores above the cutoff). 
Sixty-two of the 100 children were boys, and 90 were 
nonminority. Their mean+tSD age was 9.8+1.9 years. 
For 78 of the children, the patient was the mother. The 
parents’ mean occupational status rating on the 9-point 
Hollingshead scale (29) was 5.4+2.4. 

The Pediatric Symptom Checklist consists of 35 symp- 
toms that parents rate as occurring “often,” “sometimes,” 
or “never” in the child. The Pediatric Symptom Checklist 
is scored by assigning 2, 1, or 0 points, respectively, to 
these ratings. An overall score is calculated by adding 
the points. For 6-12-year-old children, scores below the 
cutoff (27 and lower) are considered within the normal 
range. Scores above the cutoff (28 or higher) suggest 
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dysfunction and the need for further evaluation. The 
Pediatric Symptom Checklist also requests data on the 
child’s age, sex, and race as well as the parent’s marital 
status and occupation. We coded occupational data and 
estimated family socioeconomic status by using the 
Hollingshead scale (31). 

We obtained information regarding parents’ diagno- 


‘ses from their charts or from their psychiatrists. Diag- 


noses were made by experienced staff psychiatrists, all 
of whom routinely participate in clinical research pro- 
tocols, and in accordance with DSM-III-R. We then 
grouped the diagnoses into broader categories (mood 
disorders, anxiety disorders, both, and other) according 
to DSM-III-R. 

The study design called for interviews with the par- 
ents of all children with Pediatric Symptom Checklist 
scores of 28 or higher as well as a randomly selected 
equal number of parents whose children had scores 
lower than 28. 

The research assistant, blind to the child’s Pediatric 
Symptom Checklist score, conducted a semistructured 
telephone interview with the parent who had filled out 
the Pediatric Symptom Checklist. The purpose of the 
interview was to determine if children with Pediatric 
Symptom Checklist scores above the cutoff had been 
identified previously as having psychiatric difficulties 
and were receiving treatment. 

We used chi-square tests to compare the rate of dys- 
function in our study group of child-en, as screened by 
the Pediatric Symptom Checklist, with that found in pe- 
diatric study groups and to identify categorical factors 
which were significantly associated with higher levels of 
dysfunction. 

The data for all 100 children were first analyzed; then 
data for only one randomly selected child from each 
family (N=74) were examined. Since the results were 
virtually identical, we report findings based on all 100 
children. 


RESULTS 
Pediatric Symptom Checklist 


Twenty-one of the children had Pediatric Symptom 
Checklist scores of 28 or higher: 13 (21%) of the 62 
boys and eight (21%) of the 38 girls. In two other stud- 
ies (26, 27), we found Pediatric Symptom Checklist 
scores above the cutoff in 12% anc 11% of predomi- 
nantly white, middle-class pediatric study groups. We 
used analysis of variance to compare the mean occupa- 
tional status ratings found in these two studies—5.4 and 
5,.5—with that of our psychopharmacology clinic pa- 
tients—5.4—and found no statistically significant dif- 
ference (F=0.1, df=2, 569). When we combined the chil- 
dren from the two pediatric study groups (N=351), we 
found that 41 (12%) had Pediatric Symptom Checklist 
scores above the cutoff. The rate of 21% in the psy- 
chopharmacology clinic group was significantly higher 
(y*=4.9, df=1, p<0.05). 
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In terms of axis I diagnoses, 50 children in the current 
study had a parent with an anxiety disorder (26 parents 
had panic disorder with agoraphobia, 16 had panic dis- 
order without agoraphobia, five had generalized anxi- 
ety disorder, two had obsessive-compulsive disorder, 
and one had posttraumatic stress disorder). Twenty- 
eight had parents with a mood disorder (18 had major 
depressive disorder, six had bipolar disorder, and four 
had dysthymia/cyclothymia), and 16 had parents with 
both anxiety and mood disorders. Six children had par- 
ents with neither mood nor anxiety disorders; their di- 
agnoses included attention deficit-hyperactivity disor- 
der (four parents), adjustment disorder (one parent), 
and psychotic disorder ione parent). 

Although the rate of cnildren with Pediatric Symptom 
Checklist scores above the cutoff was about twice as 
high for children of parents with mood disorders 
(29%-—eight of 28 children) as for those whose parents 
had anxiety disorders (16%—eight of 50 children), the 
differences by axis I diagnostic category did not reach 
statistical significance. 

Seventeen children had parents with an axis II diag- 
nosis. Seven (41%) of these 17 children had Pediatric 
Symptom Checklist scores above the cutoff, compared 
with 14 (17%) of the 83 children whose parents did not 
have an axis II diagnosis (,2=3.7, df=1, p<0.06). Most 
of this difference appeared to be due to the particularly 
higher rate of scores above the cutoff in children of par- 
ents with the diagnosis of borderline personality disor- 
der. The parents of six children had this diagnosis. Five 
(83%) of these six children had Pediatric Symptom 
Checklist scores above the cutoff, compared with two 
(18%) of the 11 children whose parents had other 
axis II diagnoses, and 14 (17%) of the 83 children 
whose parents had no axis II diagnosis (x2=15.0, df=2, 
p<0.001). 

Twenty-six of the caildren lived in single-parent 
homes. Eleven (42%) of these children had Pediatric 
Symptom Checklist scores above the cutoff, compared 
with 10 (14%) of the 74 children from intact homes 
62=8.0, df=1, p<0.01). 

Eight (38%) of the 21 children whose parents were 
in the lower occupational status group had Pediatric 
Symptom Checklist scores above the cutoff, compared 
with eight (21%) of the 38 children whose parents were 
in the middle group and five (14%) of the 37 children 
whose parents were in the higher status group (,*=4.8, 
df=2, p<0.10). 


Interview 


The parents of 98 of the 100 children (all but one of 
the children with Pediatric Symptom Checklist scores 
above the cutoff and one with Pediatric Symptom 
Checklist scores below the cutoff) agreed to be included 
in the pool of potential interview subjects. We selected 
for interview the parents of all of the remaining children 
who had Pediatric Symptom Checklist scores above the 
cutoff (20 children) and the parents of 20 of the children 
with Pediatric Symptom Checklist scores below the cut- 
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off. The parents of 37 (93%) of the 40 children (19 with 
score above and 18 with scores below the cutoff on the 
Pediatric Symptom Checklist) actually completed the in- 
terview. Interview subjects did not differ from those not 
interviewed on any of the demographic variables or on 
diagnosis, with one exception: interview subjects were 
significantly more likely to have borderline personality 
disorder (six of these patients versus none of those who 
were not interviewed had this diagnosis) (y2=8.2, df=1, 
p<0.01). Since we attempted to interview the parents of 
all children with Pediatric Symptom Checklist scores 
above the cutoff, this finding was due to the particularly 
high rate of Pediatric Symptom Checklist scores above 
the cutoff in children of parents with the diagnosis of 
borderline personality disorder. 

Of the 37 children whose parents were interviewed, 
24 (65%) had received psychiatric treatment at some 
point in their lives: 17 of the 19 children with Pediatric 
Symptom Checklist scores above the cutoff and seven 
of the 18 with scores below the cutoff (x2=8.3, df=1, 
p<0.004). Twelve of the children with Pediatric Symp- 
tom Checklist scores above the cutoff were currently in 
treatment, and an additional five had seen a mental 
health professional in the past. Eight of the 19 children 
had received psychotropic medication, seven had been 
hospitalized for psychiatric treatment, and four were 
currently in psychiatric institutions. None of the chil- 
dren with Pediatric Symptom Checklist scores below the 
cutoff had been hospitalized, institutionalized, or re- 
ceived psychotropic medication. 

From the standpoint of unmet mental health needs, 
although 17 of the 19 children who scored above the 
Pediatric Symptom Checklist cutoff had seen a mental 
health professional at some point, five of these children 
were not currently in treatment, and another two chil- 
dren with scores above the cutoff had never received any 
professional help. Thus, seven out of 19 of the children 
who were identified as being at risk by the Pediatric 
Symptom Checklist were not currently receiving psychi- 
atric treatment. 


DISCUSSION 


The children of psychiatric patients are at high risk 
for psychiatric disorder and psychosocial dysfunction. 
The findings of this study suggest that the Pediatric 
Symptom Checklist can serve as a screening instrument 
to alert genera! psychiatrists who may not have the time, 
training, or inclination to evaluate the psychopathology 
and functioning of each of their patient’s children. 

According to our experience in pediatric settings, the 
Pediatric Symptom Checklist performed as expected. 
The questionnaire was accepted by 90% of the parents 
in the waiting room and was completed and scored 
without difficulty in approximately 5 minutes. 

The rate of 21% for scores above the cutoff on the 
Pediatric Symptom Checklist was significantly higher 
than that found in comparable pediatric groups. How- 
ever, the rate of dysfunction among children in the cur- 
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rent study group was lower than the rates reported for 
the children of psychiatric patients in other studies (16, 
17). This discrepancy may be explained by the relatively 
high rate of anxiety disorders and low rate of psychotic 
disorders in this group of parents, their relatively high 
socioeconomic status, and our psychopharmacology 
clinic’s close working relationship with the child psychi- 
atric clinic. The study further highlighted that psycho- 
social dysfunction and case finding in this group of chil- 
dren was more likely when parents were single, of low 
socioeconomic status, or had the diagnosis of a person- 
ality (especially borderline) or mood disorder. 

From the perspective of screening children to identify 
those in need of further evaluation, more than a third 
of the children with Pediatric Symptom Checklist scores 
above the cutoff were currently not in treatment, al- 
though most had seen a mental health professional at 
some point. We expect the rate of dysfunction in the 
children of patients would be even higher in other psy- 
chiatric settings where child psychiatric services are not 
as integrated and readily available as they are in the 
teaching hospital that was the site of our current study. 

Future research is needed to elaborate these initial 
findings, particularly with respect to obtaining more in- 
depth psychiatric assessments of the children and iden- 
tifying specific patterns of parental reporting. In psychi- 
atric practices with higher percentages of severely ill 
patients, parents may have difficulty completing the Pe- 
diatric Symptom Checklist or reporting accurately, and 
thus the results of screening may not be as reliable or 
valid as in study groups like the present one. 

Despite the need for further research, the Pediatric 
Symptom Checklist does appear to offer a brief, practi- 
cal approach to identifying dysfunctional children of 
psychiatric patients. The Pediatric Symptom Checklist 
can help general psychiatrists become aware of and ad- 
dress the parenting role of their patients as well as the 
psychiatric needs of their patients’ children. Given the 
increasing emphasis on cost containment and highly fo- 
cused treatment, we will need innovative approaches to 
appreciate the patient’s many facets, especially his or 
her role as a parent. 
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SCREENING CHILDREN OF OUTPATIENTS 


APPENDIX 1. Pediatric Symptom Checklist 


Please mark under the heading that best fits your child: 


Symptom 


1. Complains of aches or pains 
2. Spends more time alone 
3. Tires easily, little energy 
4, Fidgety, unable to sit still 
5. Has trouble with a teacher 
6. Less interested in school 
7. Acts as if driven by a motor 
8. Daydreams too much 
9, Distracted easily 
10. Is afraid of new situetions 
11. Feels sad, unhappy 
12, Is irritable, angry 
13. Feels hopeless 
14. Has trouble concentrating 
15. Less interest in friends 
16. Fights with other children 
17. Absent from school 
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Some- 
times Often 


el ee Da 


. School grades dropping 
. Is down on him or herself 
. Visits doctor with doctor 


finding nothing wrong 


. Has trouble sleeping 
. Worries a lot 
. Wants to be with you more 


than before 


. Feels he or she is bad 

. Takes unnecessary risks 

. Gets hurt frequently 

. Seems to be having less fun 

. Acts younger than children his 


or her age 


. Does not listen to rules 
. Does not show feelings 
. Does not understand other 


people’s feelings 


. Teases others 
. Blames others for his or her 


troubles 


. Takes things that do not 


belong to him or her 


. Refuses to share 


Am J Psychiatry 148:8, August 1991 


Determining Disability Due to Mental Impairment: 
APA’s Evaluation of Social Security 
Administration Guidelines 


Harold Alan Pincus, M.D., Cille Kennedy, Ph.D., Samuel J. Simmens, Ph.D., 
Howard H. Goldman, M.D., Ph.D., Paul Sirovatka, M.S., 
and Steven S. Sharfstein, M.D. 


Objective: APA evaluated the Social Security Administration’s (SSA’s) medical standards 
and guidelines for determining disability due to mental impairment to determine how well 
the standards and guidelines operationalize the statutory definition of disability in a manner 
consistent with current psychiatric practice. Method: Seventy-two psychictrists were trained 
in one of two procedures: those in the sequential evaluation condition were trained in the 
process and forms used by the SSA’s reviewing medical consultants, and those in the statu- 
tory definition condition were trained in the statutory definition of disability and application 
of clinical judgment according to this standard. Decisions regarding claimants’ ability or 
inability to work were recorded on an instrument designed for the stuay. Each condition 
consisted of 12 panels of three members. They reviewed 732 actual claims for disability 
benefits. The panelists reviewed claims independently, then rendered panel judgments. Each 
claim was reviewed by one panel in each condition. Results: The proportion of agreement 
between conditions for panel decisions (0.77) was higher than chance agreement (kappa= 
0.46). The high level of agreement on claims judged to have good medical evidence and on 
which confident decisions were made (proportion of agreement=0.96, Rappa=0.78) suggests 
that disagreements largely reflected ambiguities in application of the standards and guidelines 
to more complex cases or those with inadequate information. Conclusions: The SSA’s revised 
medical standards and guidelines reflect clinical decisions about ability to work based on the 
statute and, with procedural modifications, should be retained. The SSA should be involved 
in further systematic studies to develop a field of scientific inquiry into disability and psy- 


chiatric disorders. 
(Am J Psychiatry 1991; 148:1037—1043) 


he Social Security Administration (SSA) soon will 
issue revised medical standards and guidelines for 
use in determining disability due to mental impairment 
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under the Supplemental Security Disability Insurance 
(SSDI) and Supplementa! Security Income (SSI) pro- 
grams, Titles II and XVI, respectively, of the Social 
Security Act. The issuance of finalized procedures by 
the SSA will mark the culmination of a more than 
decade-long process undertaken to ensure that 1) the 
basis on which disability determination decisions are 
made reflects contemporary mental health diagnostic 
and therapeutic practices and 2) the disability review 
process is consistent with the legal definition of disability. 

A need for psychiatrists and other mental health 
professionals to be familiar with the revised medical 
standards and guidelines is dictated, first, by the needs 
of persons with chronic mental illness. Familiarity with 
SSA procedures is essential given the responsibility in- 
creasingly being assumed by psychiatrists for the care 
and management of chronic patients (1). The revision 
also is important to psychiatrists in light of the role 
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that organized psvchiatry has played over the past dec- 
ade in advocating improvement of the standards and 
guidelines and, more critically, in evaluating the SSA’s 
proposed revision and suggesting further refinements. 


STUDY BACKGROUND 


The SSA developed and, in 1985, issued interim pro- 
cedures for determining disability due to mental im- 
pairment in the wake of the abrupt disqualification for 
SSI and SSDI benefits af hundreds of thousands of dis- 
abled persons in the late 1970s and early 1980s (2). 
Stung by public and legislative backlash to the paring 
of disability rolls, which was felt disproportionately 
and often tragically by mentally ill individuals, the SSA 
had invited diverse professional, citizen advocacy, and 
governmental organizations in the mental health field 
to participate in revising the standards and guidelines. 
APA was represented in this consultative collabora- 
tion, as were the other major mental health profes- 
sions, the Mental Health Law Project, and the Na- 
tional Institute of Mental Health. 

Subsequently, the SSA awarded a contract to APA to 
conduct an independent, scientific assessment of the 
revised methods and standards. This was the first time 
the agency had commissioned an evaluation of SSA med- 
ical standards and guidelines by an outside organization. 

The study was designed to ascertain the accuracy 
with which the newly revised medical standards and 
guidelines used by the agency’s medical consultants 
operationalize the statutory definition of disability due 
to mental impairment and their consistency with con- 
temporary psychiatric knowledge and practice pat- 
terns. Within this broad study objective, the research- 
ers sought to identify and characterize cases found 
difficult to evaluate with the medical standards and 
guidelines, pinpoint the specific cause or source of the 
difficulty, and suggest ways of minimizing difficulties. 


LISTINGS OF IMPAIRMENTS 


The nucleus of the revised standards and guidelines 
is the “listings,” which consist of eight diagnostic cat- 
egories, each containing two or more sets of criteria 
designed to substantiate the existence of a medically 
determinable mental impairment (the A criteria) and to 
assess resultant functicnal limitations on an individu- 
al’s ability to work (the B or C criteria). 

The eight diagnostic categories, which supplant four 
in the prior version of the listings, are organic mental 
disorders; schizophrenic, paranoid, and other psy- 
chotic disorders; affective disorders; mental retarda- 
tion and autism; anxiety-related disorders; somato- 
form disorders; personality disorders; and substance 
addiction disorders. The last category, substance ad- 
diction disorders, was not assessed in the APA study. 

In addition to expanding the array of diagnoses, the 
revised listings were an improvement insofar as the 
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clinical signs and symptoms (i.e., the A criteria), based 
on the then recently published DSM-III, were consid- 
erably more clearly defined and easily observed than 
they had been previously. An individual must have ei- 
ther the signs or symptoms identified by the SSA as 
defining the disorders outlined in the A criteria or their 
medical equivalent. 

The A criteria disorder must result in limitations of 
functioning as defined by the B (or C) criteria. The B 
criteria encompass four areas of functioning: 1) activ- 
ities of daily living, such as cleaning, shopping, groom- 
ing, paying bills, and maintaining a residence; 2) social 
functioning, at work and in the patient’s personal life; 
3) concentration, persistence, and pace in the comple- 
tion of tasks that are commonly part of work; and 4) 
deterioration or decompensation in work or work-like 
settings that may result in the individual’s either with- 
drawing from the situation or experiencing an exacer- 
bation of signs and symptoms of illness and, in turn, a 
regression in the other domains. 

The revised B criteria emphasize work-related limi- 
tations and relax the earlier requirement that limita- 
tions must be found in all areas of functioning. For a 
patient’s condition to satisfy the degree of severity re- 
quired for a determination of disability, marked diffi- 
culty in two or three of the B criteria must be evident 
over time. 

The revised listings also provide C criteria, which 
take into consideration the effects of structured resi- 
dential arrangements and/or medications that amelio- 
rate clinical symptoms and offer a false picture of ca- 
pacity for gainful employment. Participation in the 
labor force can upset the delicate balance of stable 
functioning made possible by the supportive residence 
or medication. 

The Psychiatric Review Technique Form is used by 
the SSA’s reviewing medical consultants to record the 
assessment of the A, B, and C criteria. Regulations 
mandate the use of this form, and it was evaluated in 
the APA study. 


METHOD 


The study consisted of three components. The first 
examined the compatibility of the SSA’s revised med- 
ical standards and guidelines with the statutory defi- 
nition of disability, and it provided the bulk of the 
empirical data generated by the study. In component 2, 
questionnaires elicited from study participants quali- 
tative data regarding their impressions of the medical 
review portion of the disability determination process. 
Component 3 consisted of an intensive examination of 
apparent sources of the incompatibility identified in 
component 1, thus permitting the development of rec- 
ommendations for improving the SSA standards and 
guidelines. The focus of this report is component 1; 
components 2 and 3 are discussed only to the extent 
necessary to clarify the findings or implications of 
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component 1 or to explain the basis for APA’s recom- 
mendations to the SSA. 

Component 1 was designed to yield a quantitative 
assessment of the compatibility of the SSA’s medical 
standards and guidelines with the definition of disabil- 
ity contained in Social Security Act Section 223(d)(1), 
i.e., “the inability to engage in any substantial gainful 
activity by reason of any medically determinable phys- 
ical or mental impairment which can be expected to 
result in death or which has lasted or can be expected 
to last for a continuous period of no less than 12 months.” 

The compatibility of the SSA’s medical standards 
and guidelines with this definition of disability was 
assessed by 72 psychiatrists who were a demographi- 
cally end professionally heterogeneous sample of the 
APA membership and were recruited from five cities. 
Each psychiatrist was assigned to one of two study 
conditions. One, the sequential evaluation condition, 
is the process followed by the SSA’s reviewing medical 
consultants in actual casework. Participants assigned 
to the sequential evaluation condition were familiar- 
ized with the statutory definition of disability, then 
trained to use SSA’s medical standards and guidelines 
(i.e., the listings and Psychiatric Review Technique 
Form) in the agency’s standard, multistep assessment. 
Psychiatrists in the second condition, the statutory def- 
inition condition, reviewed claims on the basis of their 
knowledge of the characteristics of and limitations as- 
sociated with the disorders suffered by the claimants. 
Training consisted of in-depth discussions of the claim- 
ants’ impairments and functional limitations and 
whether they were or were not considered disabled 
according to the law. The only constraint on the pro- 
fessionally inspired judgments of the participants in 
the statutory definition condition was the requirement 
that they apply to claims the statutory definition of 
disability, with which they had been familiarized dur- 
ing training. Generic forms, as opposed to the Psychi- 
atric Review Technique Form, were used to document 
their decisions. 

Psychiatrists in both study conditions were in- 
structed in the use of the Clinical Disability Severity 
Rating (CDSR), which was specially designed for the 
study, and in the study’s panel procedures, which will be 
described. 


Clinical Disability Severity Rating 


The CDSR was developed for the study to document 
the raters’ clinical judgments of a given claimant’s abil- 
ity or inability to work on the basis of mental condi- 
tion and, in turn, to better understand disagreements 
between study conditions. Once the existence of a 
mental impairment had been determined, study partic- 
ipants used the CDSR to make a dichotomous decision 
as to whether or not a claimant could work. A 10- 
point summary rating designed to reflect the medical 
components of the statutory definition of disability, 
the CDSR is scaled from —5 (unable to work) to +5 
(able to work); no zero point permits a dichotomous 
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rating, with negative scores signifying inability to 
work. An “N” rating point permitted psychiatrists to 
register their decisions that a claimant did not have a 
medically determinable impairment with a 12-month 
duration. A companion confidence rating allowed the 
psychiatrists to scale the confidence with which they 
made their CDSR judgments. 

Psychiatrists in the sequential evaluation condition 
scored claimants on the CDSR only after completion of 
their ratings with the SSA’s standards and guidelines. 


Panel Process 


In component 1, all training and research participa- 
tion occurred within the context of condition assign- 
ment and panel membership. The 35 psychiatrists as- 
signed to each condition were further grouped into 12 
three-member panels. The rationale tor the panels was 
that they would help participants make judgments re- 
flecting the “view of currently practicing American 
psychiatrists.” During training, individuals were guided 
to identify with a panel standard rather than individual 
standards alone. The panels were inzended to increase 
reliability and reduce idiosyncratic judgments. 

Constant rotation of panel assignments during train- 
ing ensured that all participants in the project were 
familiar with the personal and professional attitudes 
and perspectives of their colleagues. Jpon the comple- 
tion of training, however, 24 panels were created that 
were maintained for the duration >f component 1; 
each was structured to be heterogeneous and to avoid 
former collegial relationships among panelists. 


Claims 


A sample of 732 initial claims for disability benefits 
were provided for assessment in -he study. These 
claims had been filed by adults, hed passed quality 
assurance review by SSA regional offices, and had been 
reviewed by the SSA under the revised standards 
for mental impairments. Identifying characteristics of 
the claimants were removed by the SSA to maintain 
confidentiality. 

Each claim was reviewed by one panel in each study 
condition, a total of six psychiatriscs. When all 732 
claims had been reviewed. the data were contained on 
4,392 study forms (2,196 forms from each study con- 
dition). Upon receipt of the forms. project staff re- 
viewed each for completeness and accuracy and con- 
ferred with the submitting psychiatrist to correct 
problems. 


Analytic Methods 


The CDSR was used tc measure overall agreement 
between the sequential evaluation aad statutory defi- 
nition conditions for the 732 claims reviewed in com- 
ponent 1. In the analyses discussed kere, two different 
methods of assessing the concept of CDSR agreement 
were used to address two areas of research interest: 1) 
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TABLE 1. Agreement on 732 Disability Claimants’ Ability to 
Work? of Psychiatrists Using Social Security Administration Proce- 
dures (Sequential Evaluation, N=36) and Those Directly Applying 
Statutory Definition of Disability (N=36) 


Judgment of Consensus of 


Individual Three-Member 
Psychiatrists Panels 
Proportion Proportion 
of of 

Type of Agreement Agreement Kappa Agreement Kappa 
Within conditions 

Sequential evaluation 0.76 0.41 

Statutory definition 0.75 0.42 
Between conditions 0.72 0.36 0.77 0.46 


Judgments about ability to work made with the Clinical Disability 
Severity Rating. 


between-condition agreement based on the decisions 
of individual panelists and 2) between-condition agree- 
ment based on panel consensus decisions. 

The CDSR was used to assess agreement between 
the two conditions. Panel agreement was defined as 
agreement by a majority of the three panelists in each 
condition about whether or not the claimant was able 
to work. For the sequential evaluation condition, the 
decision was based on an interpretation of the law as 
specified in the SSA listings, regulations, and proce- 
dures. For the statutory definition condition, the deci- 
sion was based on a direct interpretation of the law. 


RESULTS 


Application of the two analytic methods to the 732 - 


claims yielded the summary statistics for CDSR agree- 
ment provided in table 1. That between-condition 
agreement-——as obtained through 1) independent rat- 
ings by individual panelists before panel discussions 
and 2) panel ratings—is higher than would be expected 
by chance is seen in the respective kappa values for this 
analysis, 0.36 and 0.46. The higher level of agreement 
by the panels reflects the protection afforded by panels 
against the errors and idiosyncratic biases associated 
more with individual judgments. 

The top of table 2 p-esents the distribution of panel 
decisions for the two study conditions. 


Disagreement Between Study Conditions 


A model was developed to identify specific potential 
sources of error that led to disagreements in clinical 
judgments about claims. Eliminating claims for which 
between-condition disagreement was attributed to 
causes other than the medical standards and guidelines 
yielded a subset of claims used in the intensive reex- 
amination (component 3) conducted to specify prob- 
lems in the standards and guidelines and to develop 
recommendations for improving the listings and the 
Psychiatric Review Technique Form. 

The model posited three potential sources of error. 
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The first source was claims that were inherently dif- 
ficult. A claimant may be on the boundary, for exam- 
ple, of “able” and “not able” to work, or the evidence 
contained in a claim folder might be ambiguous or 
contradictory. In instances in which the medical evi- 
dence can be interpreted logically in two ways, the 
judgment might be “able to work” half the time and 
“not able” the other half, regardless of the number of 
reviews or the accuracy of assessment standards. 

A second possible source of disagreement is the com- 
plexity of the sequential evaluation process itself. A 
reviewer may miss a piece of evidence or forget a sel- 
dom-used, detailed instruction for the Psychiatric Re- 
view Technique Form. 

Finally, the medical standards and guidelines may 
account for discrepancies between the two study con- 
ditions. If the standards and guidelines are too lenient 
or too restrictive in operationalizing the statute, they 
may bias clinical judgment regarding a claimant’s abil- 
ity to work. Another problem might be ambiguity of 
the standards and guidelines—for example, failure to 
specify which 12-month period should be considered 
in assessing the impact of mental impairments on the 
claimant’s ability to work. 

Although it was not possible to distinguish cleanly 
the effects of these factors in each ambiguous claim, 
estimating the level of panel agreement between con- 
ditions for claims judged relatively free of ambiguity 
helped to eliminate from analytic consideration claims 
for which inherent difficulty seemed the most likely 
source of error. Basing the analysis on the panel ma- 
jority CDSR decisions minimized the impact of ambi- 
guities caused by individual panelist error. The dis- 
agreement between conditions remaining at this point 
was assumed to reflect the inherent difficulty of evalu- 
ating certain claims and/or biases or weaknesses in the 
medical standards and guidelines. 

Three indicators based on the panelists’ assessments 
for each claim were used to screen out claims with 
apparent ambiguities. The indicators were 1) relatively 
low confidence in the CDSR score, 2) a relatively low 
rating of the overall medical evidence, and 3) marginal 
CDSR scores (i.e., rated +1 or —1 by a majority of 
panelists). Claims were grouped according to these in- 
dicators independently of whether the psychiatrists in 
the two conditions agreed. 

The agreement between study conditions for the re- 
maining claims, which all had relatively high confi- 
dence ratings, good evidence ratings, and nonmarginal 
CDSR ratings, is shown in the lower half of table 2. 
Within these unambiguous claims (N=211), the par- 
ticipants in the two study conditions disagreed on only 
nine claims (4%). The high level of agreement between 
conditions on ratings of “able” and “not able” to 
work at both the individual and panel levels suggests 
that the disagreements between conditions can be ex- 
plained largely by ambiguities inherent in the claims. If 
the standards and guidelines led to disability judg- 
ments that were markedly different from those based 
on direct application of the statute, much more dis- 
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TABLE 2. Disability Claimants Judged Able or Not Able to Work? by Panels of Psychiatrists Using Social Security Administration Proce- 
dures (Sequential Evaluation, N=36) and Those Directly Applying Statutory Definition of Disability (N=36) 


Sequential Evaluation 


Rating 

Able to Not Able 

Statutory Definition Rating Work to Work 
Overall 182 550 
Able zo work (N=248) 132 116 
Not able to work (N=484) 50 434 
Relatively unambiguous claims 20 191 
Able to work (N=25) 18 7 
Not able to work (N=186) 2 184 


Proportion of Agreement 


K 
Expected eerie in 2 nde 
Actua] by Chance Value sp> 
0.77 0.5 0.46 0.03 
0.96 0.81 0.7& 0.07 


“Judgments about ability to work made with the Clinical Disability Severity Rating. 


Approximate standard error of kappa (3). 


agreement would have been found between the two 
study conditions. 

The findings do not rule out the possibility, how- 
ever, that improvements could be made in the stand- 
ards and guidelines which would result in more unam- 
biguous claims. 


Agreement on Specific Categories of Impairment 


Agreement was examined for the various diagnostic 
categories of mental impairment (table 3). Consider- 
able variability was found, although the criteria for 
functional limitation are nearly identical for most cat- 
egories. A very low kappa was found for category 
12.07 (somatoform disorders). The low number of 
claims judged in this category, however, prohibits gen- 
eralizations or interpretations. Of the remaining cate- 
gories of impairment, category 12.04 (affective disor- 
ders) had the least agreement between conditions, 
although not so low as to suggest a major deficiency in 
the standards and guidelines for this category. Plausi- 
ble explanations for the somewhat lower agreement 
include 1) the fundamentally recurrent nature of affec- 
tive disorders, which makes evaluation difficult, even 
according to the statutory definition, and 2) the greater 
heterogeneity likely to be found among claimants di- 
agnosed as having affective disorders. 


Characteristics of Difficult Claims 


Table 4 summarizes the results of one of the princi- 
pal objectives of the study—to identify factors associ- 
ated with difficulty in evaluating a claim. Both the pro- 
portion of disagreements and odds ratio (the odds of a 
disagreement for claims in a given category, compared 
to all other claims) associated with each of several var- 
iables are presented. 

The variables most strongly associated with dis- 
agreement between conditions were the panelists’ di- 
rect ratings of claim difficulty: marginality of CDSR 
rating (i.e. —1 or +1), low confidence in the CDSR 
score, and low quality of the medical evidence. The 
finding that CDRS marginality accurately predicts dis- 
agreement essentially validated what the instrument 
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TABLE 3. Association Between Diagnosis and Agreement on Dis- 
ability Claimants’ Ability to Work* of Psychiatrists Using Social 
Security Administration Procedures (N=36) and Those Directly 
Applying Statutory Definition of Disability (N =36) 


Number Proportion 
Category of of 

Diagnostic Category Number Claims Agreement Kappa 
Organic mental 

disorders 12.02 82 0.87 - 0.48 
Schizophrenic, para- 

noid, and other 

psychotic disorders 12.03 123 0.86 0.41 
Affective disorders 12.04 227 0.72 0.36 
Mental retardation 

and autism 12.05 139 0.75 0.43 
Anxiety-related 

disorders 12.06 52 0.85 0.68 
Somatoform disorders 12.07 17 0.65 0.16 
Personality disorders 12.08 92 0.73 0.44 


“Judgments about ability to work made with the Clinical Disability 
Severity Rating. 


was designed to do—assess inherent claim difficulty 
and thereby predict disagreement >n claims. Other 
variables found to increase substant:ally the probabil- 
ity of disagreement included the presence of a nonpsy- 
chiatric disorder, an onset of impairment less than 12 
months before the review, being female, and a medical 
disposition of “RFC necessary” (i.e. assessment of 
work-related capacities in. an individual with a severe 
impairment who cannot te judged disabled on the ba- 
sis of the listings alone). 


DISCUSSION 


The APA study was designed to assess, from the 
perspective of practicing psychiatrists, the consistency 
of the SSA’s medical standards and guidelines and the 
statutory definition of disability. Tke two study con- 
ditions operationalized the statutory definition in dif- 
ferent ways, and the quantitative and qualitative data 
obtained allowed examination of inconsistencies be- 
tween the two conditions. The proportion of agree- 
ment between the two study conditions, based on 
panel CDSR ratings, was 0.77; the kappa was 0.46. 
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TABLE 4. Association Between Study Variables and Disagreement 
on 732 Disability Claimants’ Ability to Work? of Psychiatrists Us- 
ing Social Security Administration Procedures (N=36) and Those 
Directly Applying Statutory Definition of Disability (N=36) 


Proportion Odds 
of Dis- Ratios 
Variable 


agreement =1.0 
Panelist ratings of claim difficulty 
Marginality of CDSR 
Marginal (+1 or ~1) 0.42 Ta" 
Nonmarginal 0.09 
Confidence in CDSR rating 
Low 0.33 3.4% 
High 0.12 
Quality of medical evidence 
Relatively low 0.30 2,4? 
Relatively high 0.15 


Psychiatric Review Technique Form 
Medical disposition. 


RFC necessary® 0.41 3.0° 
Impairment not lasting 12 months 0.33 
No medically determinable impairment 0.21 
Meets or equals listings 0.18 
Impairment not severe 0.17 
Category of impairment 

12.07 (somatoform disorders) 0.35 1.9 
12.04 (affective disorders) 0.28 1.6° 
12.08 (personality disorders) 0.27 1.3 
12.05 {mental retardation and autism) 0.25 1.2 
12.06 (anxiety-related disorders) 0.15 
12.03 (schizophrenic, paranoid, and 

other psychotic disorders) 0.14 
12.02 (organic mental disorders) 0.13 


Clinical variables 
Presence of notable nonpsychiatric disorder 


Yes (N=122) 0.34 A ti 
No 0.20 
Onset of impairment 
Less than 12 months before review 0.33 1.8? 
More than 12 months before review or 
never 0.22 
Work history 
More than 4 years or eligible for Social 
Security Disability Insurance 0.24 1.2 
3 months to 4 years 0.24 1.1 
Less than 3 months 0.18 
Notable alcohol or drug abuse 
Yes 0.24 1.1 
re) 0.23 
Demographic variables 
Age (years) 
25 to 54 0.25 1.5 
55 or older 0.22 
Less than 25 0.16 
Sex 
Female 0.27 1.8° 
Male 0.18 


Judgments about ability to work made with the Clinical Disability 
Severity Rating (CDSR). 
Odds of disagreement statistically greater than chance. 
““RFC” refers to the Mental Residual Functional Capacity Assess- 
ment, which is used when a severe mental impairment does not 
meet or equal a listing; the form documents a clinical assessment of 
â mentally impaired individual’s work-related capacities. 
N=46. 


In determining disability based on mental impair- 
ment, it is unreasonable to expect 100% agreement. 
Disability typically is a complex medical, psychologi- 
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cal, and social concept, difficult to define and compli- 
cated to operationalize for programmatic and admin- 
istrative purposes (4-6). The task of developing 
standards and guidelines to assist in documenting the 
clinical determination of disability is intricate. Further, 
disability decisions are made by psychiatrists with di- 
verse clinical training, orientation, and professional 
experience. In spite of these apparent barriers, the 
agreement was good. 

For this study, the SSA did not establish a specific 
kappa value as minimally acceptable for programmatic 
purposes. Furthermore, we aré unaware of prior stud- 
ies reporting kappa statistics on clinical agreement 
about disability based on mental and other medical 
disorders. Thus, it is useful to place this study’s kappa 
of 0.46 within the context of other kappa statistics that 
measure clinical agreement. 

The kappa statistics from the field trials of the DSM- 
ITI axis I diagnostic categories, which most closely re- 
semble the listings, ranged from 0.42 to 0.83 (DSM- 
III, appendix F). These kappas represent the reliability 
of diagnostic classification of psychiatric cases from a 
clinical sample. 

Kappas reported for diagnostic agreement in other 
areas of medicine encompass diverse categories of dis- 
orders and methods of assessment, and they are quite 
variable. One in current major clinical epidemiological 
text (7) gives a kappa of 0.33 for abnormal ophthal- 
mological findings, and another (8) gives 0.55 for clin- 
ical ratings of retinopathy, 0.51 for the absence of a 
dorsalis pedis pulse, 0.50 to 0.62 for signs of chronic 
air flow obstruction, 0.39 for ratings of peripheral 
blood flow film for iron deficiency, 0.67 for assessment 
of mammograms for suspected malignancy, and 0.30 
for reading exercise cardiograms of potential bypass 
surgery patients. 

The statistical literature on clinical agreement in- 
cludes the statement that “values [between 0.40 and 
0.75] are generally taken to represent fair to good 
agreement beyond chance” (9). The kappa statistic for 
this study may be viewed, conservatively, as moderate 
and well within the range of the kappas for clinical 
agreement for well-developed current medical practice. 

Agreement notwithstanding, the summary measures 
indicate a considerable amount of disagreement be- 
tween the two study conditions. For APA to provide 
the SSA with useful feedback, a key question was how 
much of the disagreement was attributable to the SSA’s 
medical standards and guidelines. The 23% of cases in 
which there was disagreement constituted a useful data 
set for this purpose. 

The high level of agreement for claims identified 
as relatively unambiguous (proportion=0.96, kappa= 
0.78) suggests that for claimants whose ability to work 
is not marginal and for whom the medical evidence is 
adequate, the standards and guidelines work extremely 
well, as reflected in psychiatrists’ decisions based di- 
rectly on the statute. The near disappearance of dis- 
agreement between study conditions suggests that in- 
herent difficulty, not the standards and guidelines, 
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played a major role in the disagreement between study 
conditions. Moreover, when the panelists were asked 
to suggest how they would improve the procedures 
they had been trained to apply, none suggested a need 
for extensive changes; rather, they tended to propose 
relatively minor refinements. The most critical new is- 
sue raised in component 3 (i.e., the examination of 
apparent sources of incompatibility between condi- 
tions) involved the difficulty in formally establishing 
the date of onset of the impairment that was being 
clinically assessed, as required by the SSA; this date 
‘conceivably could precede the period of disability un- 
der review. Unable to document a decision about the 
period of review on the Psychiatric Review Technique 
Form, psychiatrists found that they were rating dif- 
ferent periods, sometimes causing differences in clini- 
cal opinion; aligning the time frame led to more con- 
sistent judgments. 

On the basis of all of the evidence, we conclude that 
the basic construct of the medical standards and guide- 
lines reflects clinical decisions about ability to work 
based on the statute and, as a process, should be re- 
tained. We also conclude that the deficiencies in the 
medical standards and guidelines identified in the APA 
study can be addressed through modifications. The fol- 
lowing recommendations are offered, among others 
detailed in the study report. 

1. The SSA should develop clearer instructions for 
defining the period of disability under review. 

2. The SSA should continue efforts to improve the 
collection of medical and other evidence and, particu- 
larly, introduce a standardized federal form to be dis- 
tributed for use by treating psychiatrists and psychol- 
ogists and by consultative examiners for the collection 
of medical evidence for all claims based on mental 
impairment(s). Such a form would include a current 
mental status examination. 

3. The SSA should build on initiatives taken in this 
study to identify and provide special evaluation of dif- 
ficult claims and, specifically, further explore the use of 
the CDSR and other study variables to develop a flag- 
ging system for these claims in the SSA system. The 
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agency should work with the feld to develop alterna- 
tive methods for the review of identifed difficult claims, 
such as a peer review system or the use cf panels. 

4, The SSA should develop standardized comprehen- 
sive training programs ar.d manuals for the reviewing 
medical consultants in the Disabil:ty Determination 
Service; this task should be contracted to an outside 
organization which would collaborate with the SSA to 
assure that current medical knowledge and training 
materials are incorporated into the >rogram. 

5. The SSA should develop and coaduct a systematic 
series of studies and research development activities in 
collaboration with academic institutions and other or- 
ganizations, although no single study is ever the defin- 
itive evaluation of an issue or a process. The listings 
and the Psychiatric Review Technique Form deserve 
continued evaluation within the SSA and by outside 
organizations. Furthermore, the SSA can and should 
play an essential role in developing a field of scientific 
inquiry into disability and psychiatric cisorders. 
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Cost Offset From a Psychiatric Consultation-Liaison 
Intervention With Elderly Hip Fracture Patients 


James J. Strain, M.D., John S. Lyons, Ph.D., Jeffrey S. Hammer, M.D., 
Marianne Fahs, Ph.D., Allen Lebovits, Ph.D., Patricia L. Paddison, M.D., 
Stephen Snyder, M.D., Elton Strauss, M.D., Robert Burton, M.D., 
Gordon Nuber, M.D., Thomas Abernathy, M.A., Henry Sacks, Ph.D., 
Joann Nordlie, B.A., and Charles Sacks, B.A. 


Objective: The authors hypothesized that psychiatric liaison screening of elderly patients 
with hip fractures would shorten the average length of hospital stay and increase the pro- 
portion of patients who returned home after discharge. Method: The study was performed 
at Mount Sinai Medical Center in New York and Northwestern Memorial Hospital in 
Chicago. The subjects were 452 patients 65 years or older who were consecutively admitted 
for surgical repair af fractured hips. During a baseline year the patients received traditional 
referral for psychiatric consultation. During the experimental year all the patients at Mount 
Sinai and the patients on one Northwestern unit were screened for psychiatric consultation. 
Results: The patients who received psychiatric liaison screening had a higher consultation 
rate than those who received traditional consultation. The rates of DSM-III disorders in the 
experimental year were 56% at Mount Sinai and 60% at Northwestern. The mean length of 
stay was reduced from 20.7 to 18.5 days at Mount Sinai and from 15.5 to 13.8 days at 
Northwestern, resulting in reductions in hospital costs ($647/day) of $166,926 and $97,361, 
respectively. Fees generated from Medicare service delivery could have paid for the $20,000 
psychiatric intervention cost at each site. There was no difference, however, between the two 
years in the discharge placement of patients. Conclusions: Admission psychiatric liaison 
screening of elderly patients with hip fractures results in early detection of psychiatric mor- 
bidity, better psychiatric care, earlier discharge, and substantial cost savings to the hospital. 


(Am J Psychiatry 1991; 148:1044-1049) 


tudies suggest that psychosocial interventions in 
health care settings improve patient well-being and 
the quality of care (1, 2), and evidence suggests that 
these interventions can help reduce medical costs as 
well (3-6). In this paper we report findings on the 
effects of a psychiatric intervention on the costs of 
health care for elderly hip fracture patients in two di- 
verse teaching hospitals. 
There is a strong indication that psychiatric and psy- 
chosocial variables are important in general hospital 
care. Lipowski (7) reported that more than one-half of 
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all hospitalized and medically ill patients manifest psy- 
chological dysfunction in conjunction with medical ill- 
ness and that these problems inevitably detract from 
effective medical care. Other authors (8, 9) have esti- 
mated that one-third to one-half of hospitalized pa- 
tients have primary psychiatric-morbidity. Regier et al. 
(10) reported that more than one-half of the patients 
with psychiatric morbidity are, seen exclusively in the 
general health care system, rather than by mental spe- 
cialists. More specifically, studies have provided data 
on the relationship between psychosocial factors and 
the length of hospital stays. Zimmer (11) found that 
for more than 2,500 patients, 11.8% of all hospital 
days could not be attributed to medical need. Glass et 
al. (12) reported that for 363 hospitalized medical/ 
surgical patients, 18% of the hospital days were due to 
social rather than medical factors. Other researchers 
(13, 14) noted the importance of social factors in the 
decision to admit patients to the hospital, particularly 
for emergencies. Mumford et al. (15) found that a psy- 
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chosocial intervention reduced the use of medical serv- 
ices, especially for inpatients and patients more than 
55 years old. 

Two studies of orthopedic patients (3, 4) demon- 
strated the potential for impressive cost savings. Boone 
et al. (4) reported a reduction in mean length of stay of 
1.25 days after institution of an early social work in- 
tervention. This translated into a gross savings of ap- 
proximately $54,000 for 187 patients over 6 months. 
The savings for elderly patients alone would have been 
still larger. Levitan and Kornfeld (3) compared the pa- 
tients in an orthopedic ward before and after the in- 
troduction of a liaison psychiatrist. They demonstrated 
a 12-day reduction in the median length of stay (42 to 
30 days), which translated into a $50,000 cost reduc- 
tion over 6 months, more than offsetting the cost of the 
psychiatric intervention ($10,000). If placement in the 
patient’s home, rather than a nursing home, was in- 
cluded in these authors’ cost offset estimates, $197,000 
was saved in the treatment of the patients on the in- 
tervention ward. 

Although provocative, both of these studies suffered 
from serious methodological flaws. For example, no 
attempt was made to specify the psychosocial services 
provided to the nonintervention patients. The compar- 
ison baseline groups were contaminated, at least in 
part, by unspecified psychosocial interventions. Levi- 
tan and Kornfeld used the patients on the same unit 
before the psychiatric intervention as their “control” 
group. Consequently, other factors could explain the 
results (e.g., changes in staffing or attending physi- 
cians, policy shifts, alterations in medical/surgical pro- 
cedures, differences in the patients’ health status or the 
availability of homes to go to) (16). Since the distribu- 
tion of lengths of stay is almost always skewed to the 
right, differences in means may be misleading without 
proper data transformations (e.g., logarithmic). 

Other methodological confounds that may have in- 
fluenced Levitan and Kornfeld’s important study are 
the lack of 1) randomized sampling techniques, 2) in- 
clusion criteria, 3) reliable and valid measures, 4) rat- 
ers blind to the hypotheses about the intervention, 5) 
sufficiently long observation periods, 6) information 
about severity of disease state, 7) specification of psy- 
chosocial disability, 8) delineation of the intervention 
and measurement of its intensity, 9) groups large 
enough to provide accurate estimates of population 
parameters, and 10) more comprehensive cost meas- 
ures. Berk has argued persuasively for consideration of 
both direct and indirect costs and of who bears these 
costs: government, third-party payers, patients, or pa- 
tients’ families (unpublished paper, 1982). 

This study was designed to take into account these 
methodological concerns. We hypothesized a reduc- 
tion in the length of stay and an increase in the pro- 
portion of patients who returned home after discharge 
as a result of institution of a psychiatric liaison screen 
after a baseline year of traditional referral. 
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TABLE 1. Demographic Characteristics of Elderly Patients With 
Hip Fractures 


Northwestern 
Mount Sinai Memorial 
Hospital Hospital 
(N=264) (N=200) 
Characteristic N % N % 
Female 210 79.5 161 80.5 
Married 54 20.5 47 23.5 
Living alone 134 59.8 128 64.0 


White 233 83.3 182 91.0 


METHOD 


The subjects were patients 65 years or older who 
were consecutively admitted to four orthopedic units 
for the surgical repair of fracturec hips; one of the 
units was at the Mount Sinai Medical Center in New 
York City (N=264), and three were at Northwestern 
Memorial Hospital in Chicago (N=200). The mean+ 
SD age of the patients at Mount Sinai was 83.7+8.4, 
and for those at Northwestern it was 80.3+8.3. Other 
demographic variables are shown ir: table 1. Informed 
consent was obtained from every patient who agreed 
to be studied and, if the patient’s judgment was com- 
promised such that he or she could nor sign the per- 
mission statement required for surgery, a guardian, 
family member, or legal agent was asked to give per- 
mission for the patient to be studied. 

Several instruments were used: a semistructured in- 
terview, a chart-review inpatient log, the Geriatric De- 
pression Scale (17), the Arthritis Impact Measurement 
Scale (18), the Spielberger State-Trait Anxiety Inven- 
tory (19), the Horn Disease-Staging Evaluation (20), 
the Mini-Mental State (21), and the Singh index of 
bone density (22). 

The primary outcome measures were 1) total length 
of stay, including the day of admission and the day of 
discharge regardless of hour, 2) total direct hospital 
charges plus per diem costs and charges by specific 
hospital cost centers, obtained from the hospitals’ ac- 
counting departments, which maintained permanent 
records of all charges in 19 categories (e.g., laboratory, 
blood products, special-duty nursing, anesthesia, in- 
tensive care), and 3) placement o7 patient after dis- 
charge—home or health-related facility. 

The design at Mount Sinai, which had only one 
orthopedic unit, was to compare twc years on the 
same surgical inpatient unit. During the baseline year, 
psychiatric consultation was requested in the usual 
fashion by the orthopedic consultee. The next year an 
experimental psychiatric liaison intervention was insti- 
tuted. The first year at Northwestern was also a base- 
line; only requested psychiatric consultations were of- 
fered. During the second year at Northwestern, one of 
three units (liaison unit A) provided the experimental 
psychiatric liaison intervention, and the other two 
units (control units B and C) acted as controls— 
offering psychiatric consultation only when requested. 
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TABLE 2. Frequency of Psychiatric Consultation for Elderly Patients With Hip Fractures During Baseline Year and Year of Experimental 


Psychiatric Liaison Program 


Mount Sinai Hospital 


Baseline Experimental Liaison 
Patient Status Year Year Unit A 
Admitted 120 144 40 
Unwilling or unable* 
to complete study 34 24 14 
Died 2 6 0 
Completed study 84 114 26 
Received consultation 
Number 12 114 1 
Percent of admit- 
ted patients 10 79 3 


Baseline Year 


Northwestern Memorial Hospital 


Experimental Year 


Control Control Units 
eos Liaison Control 

B C Total Unit A B C Total 
33 19 92 59 30 19 49 
14 7 35 15 10 8 18 

2 0 2 0 0 0 0 
17 12 55 44 20 11 31 

0 1 2 36> 2 1 3 

0 5 2 61 7 5 6 


“Unable to sign the consent form because of cognitive deficit, or family member was unavailable or unwilling to sign. 


wo of these patients were unwilling or unable to complete the study. 


Control unit B was contiguous to liaison unit A, and 
the social worker was shared by both of them. Control 
unit C was in another section of the hospital, distant 
from liaison unit A and control unit B, and it had 
completely separate ward staff and an autonomous so- 
cial worker. There was no structured exchange among 
units A, B, and C. 

From July 1, 1987, through June 30, 1989, each 
patient was interviewed and evaluated within 72 hours 
of admission to the hospital but after surgical repair of 
the fractured hip; the patient was evaluated again at 
hospital discharge and 6 and 12 weeks after discharge. 
The number of subjects required to achieve the power 
necessary (0.80) for detection of significance in a dif- 
ference in length of hospital stay of at least 2 days was 
150 at both sites for each observation year (p<0.05). 

The first year was a baseline on all four units. Psy- 
chiatric consultations were performed only for referred 
patients, and the psychiatrist had no other involvement 
with the orthopedic units. During the second year, a 
psychiatric liaison intervention was introduced on the 
Mount Sinai orthopedic unit and on unit A at North- 
western. The experimental psychiatric intervention 
consisted of the following components: 1) evaluation 
of every consenting patient by a psychiatrist and an 
offer of treatment for observed psychiatric morbidity if 
necessary, 2) weekly ombudsman rounds with a senior 
orthopedic attending physician, during which selected 
or difficult cases were discussed in detail by the attend- 
ing orthopedic physician, social worker, nurse, physi- 
cal therapist, and liaison psychiatrist in an attempt to 
achieve a multidisciplinary clinical treatment and dis- 
charge plan (23), 3) weekly nursing and discharge 
planning meetings to discuss cases in which the imped- 
iment to moving a patient to his or her home or to a 
nursing home was psychiatric morbidity, e.g., non- 
compliance, dementia, use of neuroleptic agents, or 
more global concerns about the patient’s behavior, and 
4) conferences with families and social workers as ap- 
propriate. The patient’s family was counseled on the 


1046 


behavioral management of the patient, and particular 
attention was paid to their anxiety about dementia or 
psychotic thinking that was being treated with neuro- 
leptics. Families and nursing homes expressed great 
anxiety about accepting responsibility for patients who 
manifested delusions or hallucinations or who were 
receiving antipsychotic medications. 

A rating on the Singh bone density scale and post- 
operative stability were determined for every patient 
radiographically by the orthopedic surgeon after sur- 
gery, and these measures permitted a biological assess- 
ment of the bone and fracture status (22). The Horn 
severity of illness rating was determined on the basis of 
the patient’s chart at discharge by a trained Horn rater 
(20). This permitted an objective assessment of other 
medical conditions and their complications. Where ap- 
propriate, statistical analyses were conducted with t 
tests for continuous variables and chi-square tests for 
categorical variables. 


RESULTS 


As shown in table 2, at Mount Sinai the consultation 
rate was 10% in the baseline year and 79% in the 
experimental year. At Northwestern, during the base- 
line year the overall consultation rate for units A, B, 
and C was 2%, and in the experimental year it was 
61% for unit A and 6% for units B and C. The psy- 
chiatric diagnoses of both the Mount Sinai and North- 
western patients are presented in table 3. Approxi- 
mately one-half of the intervention groups at both 
institutions had diagnoses of organic mental disorder. 

Table 4 shows the lengths of stay for the baseline 
and experimental years; patients whose lengths of stay 
were more than two standard deviations beyond the 
mean were omitted. The patients at Mount Sinai dur- 
ing the experimental year remained in the hospital an 
average of 2.2 days less than the patients during: the 
baseline year, a statistically significant difference. If we 
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TABLE 3. DSM-iil-R Diagnoses of Elderly Patients With Hip Frac- 
tures Who Received Psychiatric Liaison Screening 


Northwestern 
Mount Sinai Memorial 
Hospital Hospital 
(N=103") (N=36) 
Diagnosis N % N % 
Organic mental disorder 58 56.3 17 47.2 
Major depression or 
dysthymia 5 4.9 3 8.3 
Adjustment disorder, 
mixed 0 0.0 2 5.6 
Adjustment disorder, 
depressed 1 1.0 1 2.8 


“Number of patients for whom data were available. 


use an average per diem hospital cost of $647 (1987 
dollars), this translates to a reduction in the total cost 
to the hospital of $178,572. (Average per diem costs 
are calculated by using standard Medicare cost report- 
ing methods for medical/surgical patients and do not 
include the costs of intensive or cardiac care.) The mar- 
ginal costs may be lower. However, the average daily 
cost estimate is conservative because it excludes the 
cost of intensive care. The psychiatrists at Mount Sinai 
made 272 patient visits to the intervention cohort, 
which could have generated $21,760 in fees ($80/visit) 
to offset the psychiatrist’s salary of $20,000 for per- 
forming the consultations and liaison activities had 
this not been a funded research effort. 

At Northwestern, the reduction in length of stay was 
1.7 days for patients on liaison unit A (with outliers 
removed) (table 4). This reduction was significantly 
different from the change in length of stay for the con- 
trol units and was associated with a reduction in costs 
of $97,361. Control unit B, which was contiguous to 
the liaison unit and shared a social worker and dis- 
charge planner with it, did not demonstrate a signifi- 
cant difference in length of stay between the two years 
(p=0.85). However, the isolated control unit C had an 
increase in the length of stay over the two years of the 
study (table 4). Because of the concern that death 
might affect the length of stay independent of any ef- 
fects of the intervention, the results were recalculated 
after the patients who died were eliminated. The find- 
ings were identical to those without deaths removed. 

To determine whether the reductions in length of 
stay were associated with reductions in psychiatric 
symptoms, we compared the patients’ discharge de- 
pression and mental state scores after adjusting for 
initial levels and length of stay. At Mount Sinai, the 
liaison intervention was associated with a significant 
improvement in Mini-Mental State score (t=3.40, df= 
63, p<0.01). The adjusted meantSD Mini-Mental 
State score at discharge was 22.71+5.81 during the 
experimental year and 19.92+7.79 during the baseline 
year. At Northwestern, the liaison intervention was 
associated with a significant reduction in the Geriatric 
Depression Scale score (t=3.20, df=92, p<0.01). The 
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TABLE 4. Length of Stay for Elderly Patients With Hip Fractures 
During Baseline Year and Year of Experimental Psychiatric Liaison 
Program? 


Experimental 
Baseline Year” Year 
Length of Length of 
Stay (days) Stay (days) 
Location N Mean SD N Mean SD 


Mount Sinai Hospital" 114 20.7 9.1 136 18.5 8.5 


Northwestern Memorial 


Hospital 

Liaison unit Af 39 15.5 4.7 §5 13.8 4.1 

Control units 48 13.9 3.8 Si — — 
Unit B 31 143 3.8 31 14.1 4.3 
Unit CÉ 17 13.2 3.8 19 15.7 4.6 


“Patients whose lengths of stay were more than two standard devi- 
ations beyond the mean are not included. 
Significant difference between baseline length of stay at Mount 
Sinai and that in Northwestern liaison unit (t=3.42, df=151, 
p=0.05) and control units (t=4.96, df=160, p=0.05). 
“Significant reduction (t=1.97, df=248, p<0.05). 
Significant Time by Group interaction for Northwestern when the 
liaison unit was compared with both control units (F=4.03, df=1, 
189, p=0.05) and with control unit C (F=4.69, df=1, 125, 
p<0.04). 
“Nearly significant reduction (t=1.86, df=92, p=0.06). 
early significant increase (t=1.77, df=34, p=0.10). 


adjusted discharge depression score for the liaison unit 
patients was 11.9+2.0 during the experimental year 
and 12.75+2.7 during the baseline year. Fracture sta- 
tus, bone density, and the Horn ratings of severity of 
disease were similar in the experimental and baseline 
years at both Mount Sinai and Northwestern. 

_ As shown in table 5, there was no significant differ- 
ence in postdischarge patient placements between the 
baseline and experimental years at Mount Sinai or 
Northwestern (e.g., home versus home, home versus 
nursing home, nursing home versus nursing home). Af- 
ter discharge approximately one-half of the patients 
returned home, except for the patients in the control 
units at Northwestern, more of whom were transferred 
to rehabilitation hospitals. Among the patients at 
Mount Sinai, there was little difference in postdis- 
charge placement between the baseline and experimen- 
tal years. Among the patients on the liaison unit at 
Northwestern, there was a nonsignificant increase in 
nursing home placements and a similar decrease in 
placements to sites other than home, rehabilitation 
hospitals, and nursing homes. 


DISCUSSION 


This baseline-intervention study in two disparate 
sites confirms the finding of Levitan and Kornfeld (3) 
that a structured psychiatric liaison program with el- 
derly patients with hip fractures is associated with a 
shorter length of stay. The results also confirm the 
more global report by Mumford et al. (15) that a psy- 
chosocial intervention is associated with decreased 
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TABLE 5. Placement After Discharge of Elderly Patients With Hip 
Fractures During Baseline Year and Year of Experimental Psychi- 
atric Liaison Program 


Baseline Year Experimental Year 


Dis- Dis- 
Placement After Coorp Toae 
Discharge Admitted N % Admitted N % 
Mount Sinai Hospital 118° 138° 
Home 56 47.5 60 43.5 
Rehabilitation 
hospital 16 13.6 12 87 
Nursing home 41 34.7 49 35.5 
Orther 4 3.4 8 58 
Northwestern Memorial 
Hospital 92 108 
Liaison unit 40 59 
Home 19 47.5 26 44.1 
Rehabilitation 
hospital 7 17.5 13 22.0 
Nursing home 5 12.5 16 27.1 
Other FIS 4 68 
Control units 52 49 
Home 20 38.5 14 28.6 
Rehabilitation 
hospital 14 26.9 18 36.7 
Nursing home 15 28.8 8 16.3 
Other 3 5.8 4 82 


“Number of patients for whom data were available. 


length of stay for hospitalized elderly patients. How- 
ever, the study did not indicate that the psychiatric 
intervention had any effect on postdischarge place- 
ment. The findings indicating diminished psychiatric 
morbidity with the psychiatric intervention are still be- 
ing analyzed. 

During the baseline year, only 10% and 2% of the 
patients were referred for psychiatric consultation at 
Mount Sinai and Northwestern, respectively, in con- 
trast to 79% and 61% who were evaluated by the 
psychiatrist during the experimental year. Patients 
who refused to participate constituted the bulk of 
those not seen. In the experimental year, approxi- 
mately 50% of the elderly patients evidenced symp- 
toms consistent with the DSM-III-R criteria for or- 
ganic mental disorder, and many experienced delirium 
secondary to organic conditions that in many cases 
were reversible. This finding suggests that the majority 
of patients with organic mental disorders in the base- 
line year were not referred. Consequently, one mech- 
anism for the shorter length of stay in the experimental 
year could have been the treatment for reversible or- 
ganic mental disorders. The prevalence of organic 
mental disorder, and delirium in particular, is also im- 
portant because of the association between delirium 
and death (24), 

Fulop et al. (25) have demonstrated that psychiatric 
morbidity in the medically/surgically ill is associated 
with longer length of stay. Similar results were found 
by Levenson et al. (26). Further, Lyons et al. (27) re- 
ported that earlier psychiatric intervention was associ- 
ated with earlier hospital discharge. This suggests that 
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psychiatric screening (liaison) early in the hospitaliza- 
tion for medically ill patients at high risk for psychi- 
atric morbidity is preferable to the traditional strategy 
of consultation referral by the primary care physician, 
which occurs fer relatively few patients (28) and often 
after a major portion of the hospitalization has elapsed 
(27, 29). That earlier psychiatric intervention reduces 
length of stay has been further documented with pa- 
tients who have spinal cord or head injuries (6). 

The results at Northwestern Memorial Hospital also 
support Levitan and Kornfeld’s findings, but in a 
somewhat complicated manner, The liaison unit, unit 
A, at Northwestern shared a floor with one of the 
control units, unit B. The second control unit, unit C, 
was not contiguous with unit A and was two floors 
away. A substantial reduction in length of stay oc- 
curred on the liaison unit. Unit B, which was contigu- 
ous and shared the same floor, discharge planner, and 
social worker, did not have a major change, suggesting 
a carry-over effect of the liaison intervention from the 
contiguous liaison unit, given that the length of stay in 
unit C, which was not contiguous to the liaison unit, 
increased over the two years of study. The control unit 
that was isolated from the liaison unit and had a com- 
pletely independent staff showed a longer length of 
stay during the second year of the investigation. 

This study indicates a cost offset from a psychiatric 
liaison intervention: not only could the psychiatrist’s 
salary for performing consultations for all consenting 
elderly patients with hip fractures be generated from 
fees earned (although not in this research study), a 
substantial savings could accrue for the hospital. Not 
only was the decrease in length of stay at Mount Sinai 
statistically significant, but the reduction by $1,294 
(per diemX 2-day difference in length of stay) in hos- 
pital costs per patient ($178,572 total) has important 
implications for policy. The reduced length of stay 
with psychiatric liaison intervention at Northwestern 
would also have led to substantial savings ($97,361). 

More than 200,000 hip fractures occur annually in 
the United States. One-fourth of nursing home resi- 
dents fracture a hip at some time during their stays. 
Not only do these patients manifest substantial psy- 
chiatric morbidity while in the hospital, but such psy- 
chiatric conditions are largely undetected and these 
patients generally are not referred for psychiatric eval- 
uation and treatment. Cost offset data support the po- 
sition that hip fracture patients admitted to hospitals 
for surgical repair would benefit from psychiatric 
screening early in their hospital stays. The establish- 
ment of systematic psychiatric liaison on orthopedic 
wards for them would not only promote better patient 
care but accrue substantial financial savings as well. 

Other studies indicate that earlier discharge of hip 
fracture patients prompted by reimbursement policies 
based on diagnosis-related groups (DRGs) may mean 
that these patients are less able to walk when dis- 
charged and are therefore more likely to be transferred 
to nursing homes after discharge and to remain there 
at 1 year (30). This finding indicates that the hospital’s 
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cost savings from earlier discharge are transferred to 
costs for other institutions in the year after surgical 
repair of fractured hips and that these patients have 
less complete restoration of function at 1 year. We are 
currently analyzing the 6- and 12-week follow-up data 
from the current study to examine this cost transfer 
due to earlier discharge. 

Finally, this study demonstrates the advantage of 
multisite studies. The initial lengths of stay in the base- 
line year at Mount Sinai and Northwestern were sig- 
nificantly different. This difference indicates a need to 
perform psychiatric intervention studies with medi- 
cally ill patients at multiple sites to overcome the id- 
iosyncratic characteristics of a given institution and of 
a particular case mix. The lengths of stay in the two 
hospitals for patients receiving similar procedures for a 
homogeneous disease category (hip fracture, DRG 
410) were so different to begin with that the opportu- 
nity for affecting length of stay with an intervention 
was less at Northwestern, where the patients stayed an 
average of 5 fewer days. Multisite intervention studies 
using identical intervention methods with homoge- 
neous patient groups and assessment that is adequate 
to control for seriousness of illness and demographic 
variations are crucial to overcoming the pitfalls of case 
mix anomalies that may result from single-institution 
studies and heterogeneous medically ill patient groups. 
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Detection of Dissociative Disorders in Psychiatric Patients 


by a Screening Instrument and a Structured 
Diagnostic Interview 


Marlene Steinberg, M.D., Bruce Rounsaville, M.D., and Domenic Cicchetti, Ph.D. 


Objective and Method: Diagnosis and treatment of the dissociative disorders may be 
delayed for many years because of difficulties in detecting patients at high risk for dissociative 
disorders. This study investigates the utility of the Dissociative Experiences Scale (DES), a 
self-report instrument for dissociative experiences, in detecting patients at high risk for 
dissociative disorders. The clinician-administered Structured Clinical Interview for DSM- 
HI-R Dissociative Disorders (SCID-D) was used as the diagnostic standard, and 36 outpa- 
tients with mixed diagnoses and nine normal subjects were evaluated for the presence and 
absence of a dissociative disorder. DES scores were then compared. Results: Results indicate 
that a DES cutoff score of 15—20 yields good to excellent sensitivity and specificity as a 
screening instrument. However, for higher cutoff points the sensitivity can be much lower. 
Conclusions: Thus, although the DES can be used to identify some high-risk patients, they 
should be further evaluated with such diagnostic instruments as the SCID-D or by in-depth 


clinical follow-up. 
(Am J] Psychiatry 1991; 148:1050-1054) 


ifficulties in detection of the dissociative disor- 

ders may be due to 1) the intricacies of the syn- 
dremes themselves, 2) low clinician awareness, or 3) 
lack of systematic assessment. Several investigations 
have noted that a dissociative disorder may go unde- 
tected for years while the patient receives numerous 
misdiagnoses (1-3). Research has included the devel- 
opment of several instruments, including screening 
tools and structured interviews, for the assessment of 
dissociative symptoms and the dissociative disorders 
(4—8). A brief, self-administered instrument is needed 
to screen the psychiatric population for patients who 
are candidates for a more thorough diagnostic assess- 
ment of dissociative pathology. The Dissociative Ex- 
periences Scale (DES) is a self-report screening instru- 
ment that rates dissociative experiences and for which 
reliability and validity are reported (4). Median scores 
for the same diagnostic categories on the DES have 
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ranged considerably in different studies (i.e., the me- 
dian scores for multiple personality disorder have 
ranged from 40.7 [9] to 57.06 [4]). Cutoff scores for 
the DES for the identification of cases of dissociative 
disorders have not been published. 

This study investigates the utility of the DES as a 
screening instrument for the identification of patients 
at high risk for dissociative disorders and assesses sev- 
eral possible cutoff scores. This study is similar to 
those performed with symptom rating scales for other 
psychiatric symptoms and syndromes, such as depres- 
sion (10). This evaluation of the DES was carried out 
by using scores obtained from 45 subjects and com- 
pared with diagnoses made by using the Structured 
Clinical Interview for DSM-III-R Dissociative Disor- 
ders (SCID-D). The SCID-D is the first diagnostic in- 
strument developed for the assessment of five dissocia- 
tive symptom areas and for the diagnosis of the 
dissociative disorders, and it has proven utility in con- 
firming known cases of dissociative disorders as well as 
in detecting previously unidentified cases of dissocia- 
tive disorders (6, 7, 11). 


METHOD 
The utility of the DES as a screening instrument was 


assessed by using the following components for eval- 
uating the predictive power of diagnostic tests (12): 1) 
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sensitivity: ability to correctly identify true positive 
cases or subjects with dissociative disorders, 2) speci- 
ficity: ability to correctly identify true negative cases or 
subjects without a dissociative disorder, 3) false posi- 
tive rate (1 minus true negatives) or the extent to which 
the scale incorrectly identifies those without a disso- 
ciative disorder as having one, and 4) false negative 
rate (1 minus true positives) or the extent to which the 
scale fails to detect dissociative disorders when present. 

The SCID-D interview was administered and scored 
by the first author. All SCID-D interviews were video- 
or audiotaped. The video- or audiotaped interviews 
were scored independently by a co-rater, a psychiatric 
nurse who was blind to all of the patients’ diagnoses by 
referring clinicians, After the SCID-D interview all 45 
subjects completed the DES. Informed consent, includ- 
ing consent to video- and audiotape the interviews, 
was obtained from all subjects. The referring clini- 
cian’s diagnosis consisted of a comprehensive assess- 
ment based on all available data, including psycho- 
logical tests, past records, and observation, over a 
6-month period, Comparison of diagnostic results in- 
cluded an evaluation of the effect of several different 
cutoff scores on the DES. 

Forty-five subjects participated in the study. Thirty- 
six psychiatric patients, with a range of axis I diag- 
noses, as well as nine normal comparison subjects, 
were included. Psychiatric subjects were outpatients in 
active treatment at a mental health center or in private 
therapy. They had been in treatment with the referring 
physician for at least 6 months. Referring clinician di- 
agnoses were based on DSM-III criteria and included 
schizophrenia or schizoaffective disorder (N=8), ma- 
jor depression (N=8), and other axis I psychiatric ill- 
nesses (including posttraumatic stress disorder and 
generalized anxiety disorder [N=5]}, along with dis- 
sociative disorders (N=15). One patient had deperson- 
alization disorder, six had multiple personality, and 
eight had dissociative disorder, not otherwise specified. 
Ten of the subjects had coexisting borderline person- 
ality disorder or mixed personality disorder. Psychiat- 
ric subjects were between 20 and 64 years old and had 
no evidence of organic brain syndrome or mental re- 
tardation. Those patients who were very agitated, 
gravely disabled, or at risk of suicide were excluded 
from the study. Most psychiatric patients (N=24) and 
comparison subjects (N=8) were women. Ten of the 
15 patients with dissociative disorders were women, and 
14 of the patients with nondissociative disorders were 
women. The patients and comparison subjects were of 
similar ages; the mean+SD ages of the patients with and 
without dissociative disorders and the comparison sub- 
jects were 34.3+7.7 (range=23—49), 41.2+9.9 (range= 
26-62), and 32.6+13.1 years (range=20—64), respec- 
tively. The normal comparison subjects volunteered 
following announcements at a local civic organization. 
Subjects from the community were excluded if they had 
a history of outpatient treatment for a psychiatric disor- 
der, psychiatric hospitalization, or a suicide attempt. 
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Diagnostic assessment was first made with the 
SCID-D (6, 7). The SCID-D investigates five groups of 
dissociative symptoms (amnesia, depersonalization, 
derealization, identity confusion, and identity altera- 
tion) and systematically rates the severity and constel- 
lation of individual symptoms as well as overall diag- 
nosis of dissociative disorder. The SCID-D instrument 
is a semistructured interview and contains 200 items, 
including follow-up questions. The SCID-D format is 
modeled on the Structured Clinical Interview for 
DSM-III-R Disorders (13). The interviewer rates the 
subject as to whether or not 1) a given symptom is 
present and at what severity, 2) the DSM-III-R criteria 
for a dissociative disorder have been met, and 3) a past 
dissociative episode has occurred from which there has 
been recovery. (Diagnosis can be classified as present 
or absent.) The diagnostic information derived from 
the SCID-D can be viewed on a spectrum ranging from 
the most molar unit (a global SCID-D score fof 5 to 
20]) to progressively more molecular dimensions, 
namely, presence of a dissociative disorder (yes, sub- 
threshold, no), type of dissociative disorder (psy- 
chogenic amnesia, psychogenic fugue, depersonaliza- 
tion disorder, multiple personality disorder, and 
dissociative disorder not otherwise specified), and five 
specific dissociative symptoms (depersonalization, de- 
realization, amnesia, identity confusion, and identity 
alteration) rated as absent, mild, moderate, or severe. 
Good to excellent reliability and discriminant validity 
for the SCID-D have been reported for its use both as 
a diagnostic instrument for the five dissociative disor- 
ders and as a tool for the evaluation of dissociative 
symptoms encountered within nondissociative syn- 
dromes (6). These resu.ts have been replicated in Am- 
sterdam in a cross-national reliability and extension 
study of the SCID-D (11). In addition, Boon and 
Draijer have reported strikingly similar patterns and 
severity rating scores for the five dissociative symp- 
toms in patients with dissociative disorders (11). The 
DES quantifies general dissociative experiences with a 
28-item self-report questionnaire developed by Bern- 
stein and Putnam (4). The questions are rated with 
slashes on 100-mm lines that indicate where the sub- 
ject falls on a continuum for each item. The DES score 
ranges from 0 to 100 and represents the mean of all 
item scores. A high total score indicates a high level of 
dissociative experiences. This questionnaire has been 
reported to have good test-retest and split-half reliabil- 
ities. The DES is not irtended to diagnose the five ma- 
jor dissociative disorders, but rather to screen for the 
presence of major dissociative psychopathology. No 
cutoff scores have previously been identified as indi- 
cating the presence of dissociative disorders. 


RESULTS 
In a more general sense, several authors have rec- 


ommended using signal detection methodology to 
evaluate the proficiency of a given screening instru- 
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FIGURE 1. Receiver Cperating Characteristic (ROC) Curve for the 
Dissociative Experiences Scale for Normal Subjects (N=9) and Psy- 
chiatric Outpatients With Mixed Diagnoses (N=36)* 


A. Normals as Comparison Group 
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"The Structured Clinical Interview for DSM-III-R Dissociative Dis- 
orders was used as the standard. T1-T13 represent cutoff points for 
the Dissociative Experiences Scale. 


ment (14). The procedure involves plotting a range of 
sensitivity values (true positive rate, Y axis) against the 
corresponding false positive rate (X axis). When a 
screening test performs completely randomly, all val- 
ues will fall along the main diagonal. On the other 
hand, when a screening test performs optimally, all 
values will fall along the left and upper boundaries, 
with the area under the curve summing to 1.00 or 
100%. Deviations from 100% indicate the extent to 
which the screening test performs less than optimally. 

In applying this methodology to our data, we first 
used normal subjects as the comparison group. For the 
second application, we used the psychiatric patients 
with mixed diagnoses as the comparison. As can be 
seen in figure 1, the DES performs almost optimally 
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TABLE 1. Receiver Operating Characteristic Data on the Dissocia- 
tive Experiences Scale When the Group Without Dissociative Dis- 
orders Consists of Normal Subjects (N=9) 


Value of False True True 
Diagnostic Positive Positive Negative Area of 
Item Variable Rate Rate Rate Trapezoid 
Scale 
cutoff 
point 
T1 85 0.00 0.00 1.00 0.00 
T2 65 0.00 0.05 1.00 0.00 
T3 60 0.00 0.14 1.00 0.00 
T4 55 0.00 0.19 1.00 0.00 
TS 45 0.00 0.24 1.00 0.00 
T6 40 0.00 0.43 1.00 0.00 
T7 30 > 0.00 0.62 1.00 0.00 
T8 25 0.00 0.71 1.00 0.00 
T9 20 0.00 0.90 1.00 0.00 
T10 15 0.00 0.95 1.00 0.00 
T11 5 0.33 1.00 0.67 0.32 
T12 0 1.00 1.00 0.00 0.67 


Total — — — ~ 0.99 


TABLE 2. Receiver Cperating Characteristic Data on the Dissocia- 
tive Experiences Scale When the Group Without Dissociative Dis- 
orders Consists of Psychiatric Outpatients With Mixed Diagnoses 
(N=36) 


Value of _- False True True 
Diagnostic Positive Positive Negative Area of 
Item Variable Rate Rate Rate Trapezoid 
Scale 
cutoff 
point i 
T1 85 0.00 0.00 1.00 0.00 
T2 75 0.07 0.05 0.93 0.00 
T3 60 0.07 0.14 0.93 0.00 
T4 55 0.07 0.19 0.93 0.00 
TS 50 0.07 0.24 0.93 0.00 
T6 40 0.07 0.43 0.93 0.00 
T7 30 _ 0.07 0.62 0.93 0.00 
T8 25 0.07 0.71 0.93 0.00 
T9 20 0.07 0.90 0.93 0.00 
T10 15 0.07 0.95 0.93 0.00 
T11 10 0.20 0.95 0.80 0.12 
T12 5 0.47 1,00 0.53 0.26 
T13 0 0.87 1.00 0.13 0.40 
Total —_ — — —— 0.79 


when the comparison group is composed of normal 
adults. This is confirmed by the data in table 1, which 
show that 99% of the area is subsumed above the main 
diagonal. On the other hand, the DES performs some- 
what less well when the comparison group is com- 
posed of patients with mixed psychiatric diagnoses. 
The plot of DES cutoff points for this patient group in 
figure 1 shows that considerably less than 100% of the 
area under the curve is subsumed. This is verified by 
the 79% figure given in table 2. Table 1 summarizes 
results using 12 DES cutoff scores. Table 1 shows, at 
each cutoff point, the value of the DES, as well as its 
false positive rate, true positive rate (sensitivity), true 
negative rate (specificity), and the area subsumed un- 
der the curve, using the SCID-D diagnosis as the diag- 
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nostic standard for comparison and the normal sub- 
jects as the group without dissociative disorders. For 
normal subjects versus dissociative disorders (for DES 
cutoff scores ranging from =15 to 230), the range of 
sensitivity was 62%—95%, while specificity remained 
100%. False positives remained at 0%, while false neg- 
atives (1 minus true positives) ranged between 5% and 
38%. For mixed psychiatric disorders versus dissocia- 
tive disorders (also for DES cutoff scores ranging from 
215 to =30), the range of sensitivity was 62%~—95%, 
while specificity remained constant at 93%. False pos- 
itives remained at 7%, while false negative values 
ranged from 5% to 38%. For a more detailed sum- 
mary of these results, see tables 1 and 2 and figure 1. 

One-way analyses of variance followed by Tukey 
multiple range comparisons (15) showed that patients 
with dissociative disorders had significantly higher 
DES scores (mean+SD=37,15+18.24, range=7.70— 
82.50) than did patients with other psychiatric disor- 
ders (meant+$D=9.43+17.03, range=0-68.80) and 
normal comparison subjects (mean+$D=2.33 +2.67, 
range=0~7.90) (p<0.05); patients with other psychi- 
atric disorders did not differ significantly from normal 
comparison subjects. 

Of the 15 referred patients with dissociative disor- 
ders, 14 had DES scores greater than 15, and 13 had 
DES scores greater than 20. Of the six patients newly 
identified as having a dissociative disorder on the 
SCID-D, all had DES scores greater than 15. This 
would support the ability of the DES to identify pa- 
tients who are at high risk for a dissociative disorder (if 
a conservative cutoff score of 15 is used) and who 
might otherwise go undetected among psychiatric 
patients. 


DISCUSSION 


“Symptom screening scales provide only a relatively 
gross screening function and should be followed by 
more thorough clinical evaluation” (10). However, 
routine clinical evaluation may be inadequate as the 
diagnostic standard (16), and especially in the case of 
the dissociative disorders, routine clinician diagnosis 
has resulted in cases that remain undetected for many 
years (1, 3). The SCID-D is a new diagnostic instru- 
ment that has good to excellent reliability and validity. 
The SCID-D has been previously reported as having 
resulted in confirmatory diagnoses of all referred cases 
of dissociative disorders and also has identified several 
new cases of dissociative disorders that have been sub- 
sequently confirmed independently by the treating cli- 
nician (6, 11). 

The percentage of false negative diagnoses rises rap- 
idly when a DES cutoff greater than 20 is used. This 
high percentage of false negative cases is consistent 
with the difficulty in evaluating dissociative symptoms 
by self-report, since the subject may be unaware of the 
symptoms. The percentage of false negative cases can 
be reduced by lowering the cutoff score used to identify 
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possible cases of dissociative disorders. Considering 
both sensitivity and specificity, the use of a DES cutoff 
of 15 or 20 would seem most suitable for screening 
purposes, since these dividing points result in the high- 
est sensitivity and specificity. Thus th2 use of a con- 
servative cutoff of 15—20 would minimize the risk of 
false negative diagnoses. It should be noted that repli- 
cation of these findings in other, larger samples is nec- 
essary to cross-validate these cutoff points (17), and 
thus the findings reported in this article should be con- 
sidered preliminary. For example, previous investiga- 
tors noted that “scores above 30 [on the DES] are 
almost always associated with DSM-III-R diagnosis of 
MPD” (9), but the DES alone was administered, and 
no information regarding the sensitivity or specificity 
was provided. Our study indicated thet a cutoff of 30 
on the DES would be too high, since tais would result 
in a false negative rate of 38% of the dissociative dis- 
order group. When the SCID-D is used as the standard 
of comparison, there is a 7% false positive rate for 
scores above 30 for patients with m-_xed psychiatric 
disorders, a sensitivity of 62%, and a specificity of 
93%. As shown in table 2, if a cutoff score above 20 is 
used, the risk of false negative diagnosis is high and the 
sensitivity of the DES declines. As stated, a cutoff score 
of 15 or 20 on the DES appears to have the most 
acceptable sensitivity (i.e., 90%—95%). 

In this study the median score on the DES for the 
dissociative disorder g-oup (SCID-D diagnosis) was 
33.60. A median score of 40.60 for the group with 
multiple personality disorder compares to 40.7 found 
by Ross et al. (9) and 57.06 found Ey Bernstein and 
Putnam (4). Possible explanations for the lower me- 
dian scores for the dissociative disorder group and the 
group with multiple personality disorder in the present 
study than in the study by Bernstein and Putnam in- 
clude 1) the ability of the SCID-D to diagnose patients 
with multiple personality disorder who may present 
with subtler symptoms and lower DES scores and 2) 
the ability of the SCID-D to identify patients with 
other dissociative disorders, such as cepersonalization 
disorder and dissociative disorder noz otherwise spec- 
ified, who have less dissociative pathology than pa- 
tients with multiple personality disorder. 

Dissociative symptoms are nonspecific and can be 
seen in patients with a wide variety of dissociative and 
other psychiatric disorders (18). The results of the 
present study indicate that with appropriate cutoffs 
(i.e. 215-20), the DES can be used successfully to 
screen for cases of dissociative disorsers, particularly 
multiple personality disorder. However, it requires the 
use of a confirmatory instrument such as the SCID-D 
in order to diagnose definitively the presence of a dis- 
sociative disorder and to identify the specific disorder 
and symptom severity. Most importantly, one needs to 
evaluate the wide variation in median DES scores for 
the multiple personality disorder groups as well as the 
wide range of DES scores for the groups with mixed 
psychiatric diagnoses {in our and other studies). Such 
variation would preclude the suggestion of exact DES 


1053 


DETECTION OF DISSOCIATIVE DISORDERS 


tured interview. J Nerv Ment Dis 1989; 177:487—491 


cutoff scores to separate subjects with dissociative dis- . 
Ross C, Norton G, Anderson G: The Dissociative Experiences 


orders from other subjects. 7. 


tiple personality disorder and other diagnostic groups on struc- 


1054 


Scale: a replication study. Dissociation 1988; 1:21—22 


10. Rounsaville B, Weissman M, Rosenberger P, et al: Detecting 
REFERENCES depressive disorders in drug abusers: a comparison of screening 
ee ae l , N instruments. J Affective Disord 1979; 1:255—267 
- Kluft RP: The dissociative disorders, in American Psychiatric 11. Boon S, Draijer N: Diagnosing dissociative disorders in The 
Press Textbook of P sychiatry . Edited by Talbott JA, Hales RE, Netherlands: a pilot study with the Structured Clinical Inter- 
aF SC. Washington, DC, American Psychiatric Press, view for DSM-HI-R Dissociative Disorders. Am J Psychiatry 
a 1991; 148:458—462 
: ee bia esas ees aga Be iene ear 12. Baldessarini R, Finkelstein S, Arana G: The predictive power of 
savonale Daodi i 088; 1: 39—46 diagnostic tests and the effect of prevalence of illness. Arch Gen 
. Putnam FW, Guroff JJ, Silberman EK, et al: The clinical phe- Lycan 19591 W067 74 we 
nomenology of multiple personality disorder: 100 recent cases. 13. Spitzer R, Williams J, Gibbon M, et al: Structured Clinical In- 
J Clin Psychiatry 1986; 47:285~293 terview for DSM-III-R. New York, New York State Psychiatric 
. Bernstein E, Putnam F: Development, reliability, and validity of Institute, Biometrics Research, 1987 — 
a dissociation scale. J Nezv Ment Dis 1986; 174:727~735 14. Hsiao JK, Bartko JJ, Potter WZ: Diagnosing diagnoses: receiver 
. Riley K: Measurement of dissociation. J Nerv Ment Dis 1988; operating characteristic methods and psychiatry. Arch Gen Psy- 
176:449-450 chiatry 1989; 46:664-667 
. Steinberg M, Rounsaville B, Cicchetti D: The Structured Clini- 15. Petrinovich LF, Hardyck CD: Error rates for multiple compar- 
cal Interview for DSM-IH-R Dissociative Disorders: prelimi- ison methods: scme evidence concerning the frequency of erro- 
ary report on a new diagnostic instrument. Am J Psychiatry neous conclusions. Psychol Bull 1969; 71:43-54 
1990; 147:76-82 16. Spitzer R: Psychiatric diagnosis: are clinicians still necessary? 
. Steinberg M, Howland F, Cicchetti DV: The Structured Clinical Compr Psychiatry 1983; 24:399-411 
interview for DSM-III-R Dissociative Disorders: a preliminary 17. Soper HV, Cicchetti DV, Satz P, et al: Null hypothesis disrespect 
report, in Dissociative Disorders. Edited by Braun B. Chicago, in neuropsychology: dangers of alpha and beta errors. J Clin 
Rush University, 1986 Exp Neuropsychol 1988; 10:255—270 
. Ross C, Heber S, Norton RG, et al: Differences between mul- 18. Brauer R, Harrow M, Tucker G: Depersonalization phenomena 


in psychiatric patients. Br J Psychiatry 1970; 117:509-515 


Am J Psychiatry 148:8, August 1991 


A Review of 32 Cases of Tardive Dystonia 


Joanne D. Wojcik, R.N., M.S., C.S., William E. Falk, M.D., 


J. Stephen Fink, M.D., Ph.D., Jonathan O. Cole, M.D., and Alan J. Gelenberg, M.D. 


Objective: Tardive dystonia, historically combined with tardive dyskinesia, is now viewed 
as probably having a different pathophysiology, course, outcome, and treatment response 
than tardive dyskinesia. In addition, patients with tardive dystonia are reported to be 
younger, and most are men. This study evaluates characteristics of 32 patients wit? tardive 
dystonia and compares results to other reports. Method: Twenty-four patients kad been 
referred for research purposes and were videotaped, while eight bad been followed clinically. 
Two of the authors reviewed all available videotapes and clinical reports to assess toe course 
of symptoms over time. For global ratings and ratings of affected body parts, two scales were 
used: the Abnormal Involuntary Movement Scale (AIMS) for tardive dyskinesia and a similar 
scale for tardive dystonia. The method of case finding does not provide incidence or prev- 
alence data for tardive dystonia. Results: Fifty-nine percent of the patients experienced onset 
of tardive dystonia symptoms within 6 years of antipsychotic drug exposure; women had a 
shorter exposure time. No patient had complete remission of tardive dystonia sympioms, and 
22 were moderately or severely impaired when their movements were most prominent. 
Conclusions: While epidemiological studies of tardive dystonia have yet to be performed, 
these results support the observations of others that most patients with tardive dystonia are 
men, have a short history of exposure to antipsychotic drugs, and may initially present with 
blepharospasm. Tardive dystonia rarely remits completely, can cause notable disability, and 


may partially respond to anticholinergic agents. 


(Am J Psychiatry 1991; 148:1055—1059) 


T ardive dystonia is a disorder of abnormally sus- 
tained posturing associated with the use of 
dopamine-receptor blocking agents such as antipsy- 
chotic drugs. Although chronic dystonia was first rec- 
ognized in the 1960s, patients with tardive dystonia 
were combined with those who had tardive dyskinesia, 
with all abnormal movements rated compositely on 
the Abnormal Involuntary Movement Scale (AIMS) 
(1). Several reports suggest that tardive dystonia gen- 
erally affects a different population of psychiatric pa- 
tients and might have a different pathophysiology, 
course, outcome, and treatment response than tardive 
dyskinesia (2—5). This paper adds to the growing lit- 
erature on tardive dystonia by presenting data on 32 
systematically assessed patients. 
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METHOD 


We identified 32 patients with tardive dystonia who 
were followed at two major hospitals. The majority of 
the patients (N=24) were referred for research pur- 
poses and were videotaped as pa-t of research proto- 
cols. The remaining eight were selected from hospital 
records as patients with clear descriptive histories of 
tardive dystonia. These patients were not videotaped. 
Our selection criteria do not provide incidence or prev- 
alence data for this disorder; thes2 patients do not rep- 
resent all cases of tardive dyston_a seen at these insti- 
tutions but only those for whona videotapes or clear 
clinical descriptions to make a diagnosis of tardive dys- 
tonia were available. In all cases. time of onset of the 
movement disorder was determined by medical history 
or record review. 

Diagnosis of tardive dystonia was confirmed by a 
neurologist who used the four essential criteria estab- 
lished by Burke et al. (2): 1) the presence of dystonic 
movements or postures, 2) development during treat- 
ment with neuroleptics or with.n 2 months of drug 
cessation, 3) exclusion of other causes of secondary 
dystonia by clinical and laboratory evaluation, and 4) 
no family history of dystonic mcvement disorder. The 
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TABLE 1. Characteristics of 32 Patients With Tardive Dystonia 


itera N % Mean SD Median Range 
Diagnosis 
Schizoaffective or 
mood disorder 22 69 
Schizophrenia 8 25 
Cther 2 6 
Age at onset (years) 36 13 32 22-69 
Men (N=21) 34 12 30 
Women (N=11) 40 15 36 
Duration of antipsy- 
chotic drug use be- 
fare onset (years)* 6.3 5.6 5.0 0.3~-24.0 
Men (N=20) 6.8 S.S 6.0 
Women (N=10) 5.5 58 23 
aN=30. 


dystonias were classified into three subtypes: 1) focal 
(one body part), 2) segmental (two to four body parts), 
and 3) generalized (involvement of face, neck, trunk, at 
least one upper extremity, and at least one lower ex- 
tremity) (2). 

To assess type of symptom and severity, initial vid- 
eotepes were reviewed for 24 patients and charts re- 
viewed for eight. A global severity score was deter- 
mined and agreed upon by two raters. We were able to 
assess global severity over time in 29 patients. Twelve 
patients were reevaluated in person; the last visit, or 
videotaped visit, was used for 17 patients; three pa- 
tients were not included in the change data because of 
inadequate information. For 19 patients we could as- 
sess changes in severity both globally and for individ- 
ual body parts by using the AIMS for choreoathetosis 
and our own rating scale of tardive dystonia, which 
contained the following items: facial grimacing, bleph- 
arospasm, torticollis, retrocollis, antecollis, axial tor- 
sion dystonia, and opisthotonos. Ratings of upper 
limbs and lower limbs were divided into inversion, 
eversion, extension, and flexion. Like the AIMS, move- 
ments were rated individually on a 5-point scale, and 
there was one global severity item. 


RESULTS 


Of the 32 patients diagnosed with tardive dystonia, 
a majority were men and had a diagnosis of schizo- 
affective or mood disorder (table 1). Overall, age at 
onset of tardive dystonia ranged from 22 to 69 years 
(median=32). The most frequently prescribed anti- 
psychotic medications were trifluoperazine (N=18), 
chlorpromazine (N=16), and haloperidol (N=11). 
The duration of antipsychotic drug use before the on- 
set of tardive dystonia ranged from 0.3 to 24 years 
(N=30). Despite this large range, the majority (59%, 
N=19) of patients had taken antipsychotic drugs for 
less than 6 years, and only six patients (19%) had 
received these drugs for longer than 10 years. Women 
had a shorter exposure time than men (median=2.3 
versus 6 years) before symptom onset. 
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When abnormal movements first developed, 25 pa- 
tients (78%) had tardive dystonia alone, two (6%) had 
tardive dyskinesia alone, and there were inadequate 
descriptive data for five (16%). Dystonia was focal in 
18 patients (56%, 11 men and seven women), with the 
face involved in 11, the neck in six, and an arm in one 
patient. For seven patients, increased blinking or bleph- 
arospasm was the first symptom noted. Segmental 
movements occurred in seven patients (22%, four men 
and three women). For the remaining seven patients 
(22%), clear descriptions of onset of movements were 
not available. 

The length of time from onset of tardive dystonia to 
first evaluation was 2.4 years. The mean+SD time 
from first evaluation until last evaluation was 4.9+3.3 
years (range=1—10); the overall duration of tardive 
dystonia was 1-14 years. As noted earlier, three pa- 
tients (two with focal and one with segmental tardive 
dystonia) were excluded from follow-up data because 
of insufficient clinical information. 

At the last evaluation, 11 of the 17 patients with 
focal dystonia who had follow-up examinations had 
converted to segmental dystonia, leaving only six 
(21%, four men and two women) with focal symp- 
toms. All patients with focal dystonia had neck or face 
involvement. 

A total of 22 patients (76%, 15 men and seven 
women) had segmental dystonia at last evaluation. The 
neck was the most frequently involved body part (N= 
21), and 11 patients had two concurrent neck move- 
ments (e.g., torticollis and retrocollis). Eighteen (82%) 
of the patients with segmental dystonia had facial 
movements, including 10 with blepharospasm and 14 
with grimacing. Twelve patients had two or more fa- 
cial movements. 

Trunkal movements were found in 11 patients with 
segmental dystonia, while nine had upper and three 
lower extremity involvement. Of the patients with seg- 
mental dystonia, 10 had involvement of two body 
parts, seven of three body parts , and five of four body 
parts. One patient had generalized tardive dystonia. 
Initial and last ratings of tardive dyskinesia and tardive 
dystonia for individual patients are provided in table 2, 
which also summarizes clinical impression of change 
for each patient. 

Twenty-seven patients (84%) had both tardive dys- 
kinesia and tardive dystonia sometime during the 
course of their movement disorder history. Only five 
(16%) had tardive dystonia alone. At last evaluation, 
10 patients no longer had symptoms of tardive dyski- 
nesia, but none of the patients with tardive dystonia 
had fully recovered. In addition, two patients devel- 
oped tardive myoclonus, eight parkinsonism, and one 
stereotypies. 

No one had a complete remission of tardive dystonia 
symptoms. Fifteen (52%) of the patients had improve- 
ment of tardive dystonia movements at last evaluation, 
while 14 (48%) were unchanged or worse. For the 
improved group, seven were no longer taking antipsy- 
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TABLE 2. Ratings of 32 Patients With Tardive Dystonia 


Age 
at Onset 
Patient Sex (years) Psychiatric Diagnosis 
1 M 22 Schizophrenia 
2 M 22 Mood disorder 
3 F 22 Schizophrenia 
4 M 24 Schizoaffective disorder 
5 F 24 Mood disorder 
6 M 25 Schizophrenia 
7 M 26 Mood disorder 
8 M 26 Schizophrenia, obsessive- 
compulsive disorder 
9 M 26 Mood disorder, obsessive- 
compulsive disorder 
10 M 27 Mood disorder 
11 M 27 Mood disorder 
12 F 27 Mood disorder 
13 M 28 Schizophrenia 
14 M 30 Schizophrenia 
15 M 31 Mood disorder 
16 F 32 Mood disorder 
17 M 32 Mood disorder 
18 M 32 Schizophrenia 
19 F 33 Mood disorder 
20 F 36 Mood disorder 
21 M 38 Schizoaffective disorder 
22 F 40 Mood disorder 
23 M 43 Mood disorder 
24 M 43 Schizophrenia 
25 M 44 Psychosis 
26 F 44 Mood disorder 
T F 45 Mood disorder 
28 M 49 Mood disorder 
29 M 58 Toxic psychosis 
30 F 64 Mood disorder 
31 M 68 Mood disorder 
32 F 69 Anxiety disorder 
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Global 
Abnormal Global 
Duration of Involuntary Tardive 
Tardi Movement Dyston:a Clinical 
ALANG Scale Score Scale Score MEA 
Dystonia — ——_—— Impression 
(years) First Last First Last of Change 
4 3 2 3 3 Worse 
8 0 0 3 2 Better 
5 0 2 2 2 Better 
6 3 0 2 3 Worse 
5 0 0 3 3 Same 
9 2 2 2 2 Better 
NS 2 _ 3 as 22 
10 0 0 2 3 Worse 
14 2 2 4 4 Better 
12 3 2 3 2 Better 
12 2 0 3 2 Better 
3 1 0 3 3 Same 
6 3 2 3 4 Same 
1 2 0 3 3 Same 
12 2 3 3 3 Worse 
4 3 2 3 1 Better 
2 2 2 2 3 Same 
6 0 0 3 2 Better 
6 0 0 4 3 Better 
6 4 2 4 4 Worse 
6 3 2 3 3 Better 
19 3 4 3 4 Worse 
8 3 2 3 1 Better 
11 3 3 4 4 Worse 
10 3 3 3 3 Same 
3 3 3 4 z Better 
4 3 — 4 — — 
14 3 0 3 1 Better 
3 3 3 4 3 Better 
a2 2 Le 3 = =< 
12 2 3 3 4 Worse 
8 2 l 3 2 Better 


*Change in tardive dyskinesia and tardive dystonia. Rating based on overall clinical impression and not the global scores alone. 


TABLE 3. Medications Taken at First and Last Evaluations by 32 
Patients With Tardive Dystonia 


Number of Patients 


Medication First Evaluation Last Evaluation 
Antipsychotics 25 16 
Benzodiazepines 12 25 
Lithium 7 12 
Anticholinergics 5 8 
Antidepressants 4 9 
Antihistamines 3 4 
B-blockers 1 2 
Anticonvulsants 0 3 
Baclofen 0 2 
Lecithin 0 1 


chotic medication, four were taking higher doses, three 
were taking lower doses, and medication dose was un- 
known for one. For the unchanged or worse group, 
four were no longer taking antipsychotic drugs, four 
were taking higher doses, one was taking a lower dose, 
three remained at the same dose, and the dose was 
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TABLE 4. Effect of Medications Administered After the Develop- 
ment of Tardive Dystonia in 32 Patients 


Definitely Possibly Unimproved 


Medication Improved Improved or Worse 
Anticholinergics* 6 7 10 
Cholinergics 2 4 10 
Benzodiazepines 12 4 7 
Reserpine 1 2 2 
Diphenhydramine 1 3 1 
Lithium 1 1 4 
Haloperidol 2 J 2 
Carbamazepine 1 C Q 
Propranolol 0 5 2 
Clozapine 1 0 0 
Baclofen 2 1 2 
Neural growth factor 0 9 1 


“Amitriptyline, benztropine, trihexyphenidyi. 


unknown for two. Thirteen (37%) of the improved 
patients (N=15) did have shorter exposure to antipsy- 
chotic drugs (less than 6 years’ before onset of tardive 
dystonia. For the unchanged cr worse group (N=14), 
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TABLE 5, Clinical Reports of Tardive Dystonia 


Mean Age 
at Onset 
Item N Sex (years) 
Kang et al. (5) 67 35M 34 
32 F 44 
Yassa et al. (6) 7 SM 35 
2F 61 
Yassa et al (7) 8 6M 46.8° 
2F 
Gardos et al. (8) 10 6M 34 
4 F 32 
Gimenez-Roldan et al. (9) 9 5M 34 
4F 38 
Lieberman et al. (10) 5 4M 28 
1F 29 
Lieberman et al. (11) 5 5SM 32 
Yassa et al. (12) 9 7M 44,1° 
2 F 
Yadzlam et al. (13) 4 3M 26 
1F 38 
Wojcik (present study) 32 21M 34 
11F 40 
Total 156 97M 33 M* 
59 F 44 F° 


“Group mean. 
bAfter thalamotomy. 
“Excluding data from Yassa et al. (7, 12). 


nine (64%) had more than 6 years’ exposure to anti- 
psychotic drugs. 

Table 3 shows the number of patients taking medi- 
cations (broken down by class), both when they were 
first seen and at their last evaluation. The medications 
taken at last evaluation might be viewed as those 
which controlled tardive dystonia best or at least did 
not appear to worsen it. Benzodiazepines were most 
frequently prescribed (N=25), followed by antipsy- 
chotic drugs ‘N=16) and lithium (N=12). To treat 
tardive dystonia, a variety of medications were tried, 
but nc clearcut response to any single class of drug 
was evident (table 4). 

Twenty-two patients (69%) were moderately or se- 
verely disabled when their movement disorder was 
most prominent. Impairments of speech, vision, sit- 
ting, and walking occurred, which interfered with ac- 
tivities of daily living and were socially embarrassing. 
Patients often found these movements to be painful; 
five patients had fixed abnormal postures due to atro- 
phy. Eight patients (25%) reported mild interference 
with functioning; only two patients had no complaints 
of disability. Ten disabled patients stopped their anti- 
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Number of 
Patients in 


Diagnosis Clinical Remission 
22 Schizophrenia 5 
28 Mood disorder 
8 Anxiety disorder 


7 Other (aggressive, multiple 

somatic complaints, chronic 

gastrointestinal complaints) 
2 Unspecified 
5 Schizophrenia 0 
1 Mental retardation 
1 Senile dementia 
5 Schizophrenia = 
3 Organic mental disorder 
4 Schizophrenia 0 
S$ Mood disorder 
1 Obsessive-compulsive disorder 
6 Schizophrenia 0 
2 Chronic psychosis 
1 Schizoaffective disorder 
3 Schizophrenia 0 
2 Mood disorder 
2 Schizophrenia ma 
3 Mood disorder 


2 Schizophrenia 1 
2 Mood disorder 

8 Schizophrenia 0 
2 Schizoaffective disorder 


20 Mood disorder 


2 Other 


psychotic medication; six improved, one was un- 
changed, and three worsened. 

Nineteen of the 24 patients’ first evaluation video- 
tapes were rerated with the AIMS and the tardive dys- 
tonia rating scale. Their scores were compared to ei- 
ther their last evaluation or last videotape (mean 
duration=53+38 months). For these 19 patients, there 
was minimal improvement in the AIMS score over 
time (from a mean score of 5.6+4.8 to 4.7+4.0) and 
minimal change in the tardive dystonia rating score 
(from a mean score of 7.04.2 to 6.1+4.6). 


DISCUSSION 


This paper describes 32 patients diagnosed with tar- 
dive dystonia, considered a subtype or an atypical 
form of tardive dyskinesia (3, 4). When we add our 
patients to previous reports (5—13), there are now 156 
well-described cases of tardive dystonia: 97 men and 
59 women (table 5), Men tend to be younger than 
women, A majority of our patients have mood disor- 
ders, while in other series 40% are schizophrenic, 45% 
have mood disorders, and the remaining 15% have a 
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variety of diagnoses including anxiety disorders, or- 
ganic brain syndromes, and gastrointestinal disorders. 

While most tardive dyskinesia patients are older 
(90% are over the age of 40) (4), in tardive dystonia 
the opposite is found: 63% (N=87 of 139) are under 
ape 50. Casey (4) suggests that the incidence of tardive 
dyskinesia might vary with age at first exposure; 
younger patients may have a linear curve, with a 3%— 
4% new case incidence each year, while the elderly 
(over age 60 years) show a sigmoid dose response 
curve with large risk (50%) occurring in the first 3 
years of drug treatment. To date, similar epidemiolog- 
ical studies of tardive dystonia have not been per- 
formed, so that its incidence rate and risk groups are 
still to be defined. However, it does seem that tardive 
dystonia patients, especially the young, do have a short 
exposure history (14). 

While withdrawal dyskinesias are common, with- 
drawal dystonia appears to be uncommon and remis- 
sion rare (14). Only six were considered to have 
achieved complete remission, one of those after a 
thalamotomy. Furthermore, unlike tardive dyskinesia, 
tardive dystonia frequently causes pain and disability. 

Blepharospasm, repeated contractions of the orbicu- 
laris oculi muscle, may range from increased blink rate 
to prolonged eye closure. Blepharospasm can be idio- 
pathic or caused by neurological disorders such as en- 
cephalitis or seizures (15, 16), but it is often associated 
with neuroleptic drug use. Some authors have consid- 
ered it a sign of tardive dyskinesia, but, due to its 
dystonic nature, we suggest that it is more appropri- 
ately grouped with dystonia. Both the present study 
and that of Gardos et al. (8) noted an increase in blink 
rate as a common early symptom of tardive movement 
disorders. If a patient with blepharospasm is psychiat- 
rically stable, it may be advisable to taper neuroleptic 
dose and look for emerging movements. 

A related disorder, tardive myoclonus (17), with 
brief, involuntary muscle contractions and jerking 
movements, has been described. Two of our patients 
developed tardive myoclonus in addition to tardive 
dystonia. It is unclear if the recent increase in reports 
of other tardive movements is the result of increased 
recognition, more careful examination, or other as yet 
unknown factors. 

The responses of tardive dyskinesia and tardive dys- 
tonia to treatment have similarities and differences. 
Both types of movement disorder improve, at least 
temporarily, with dopamine blocking and dopamine 
depleting agents. Kang et al. (5) found tetrabenazine 
most helpful for tardive dystonia, while Lieberman’s 
group (10, 11) reported bromocriptine beneficial 
within a therapeutic window. Both groups of investi- 
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gators observed that anticholinergic agents, which usu- 
ally temporarily aggravate or uncover tardive dyskine- 
sia (8, 12), provided some benefit for tardive dystonia. 
Our findings support the contention that at least some 
patients with tardive dystonia are benefited by anticho- 
linergic agents (10). Given the persistent and poten- 
tially disabling nature of tardive dystonia, neuroleptics 
should be judiciously prescribed. Although indicated 
at times in the treatment of mood disorders, neurolep- 
tic use should be avoided, if at all possible, with this 
diagnostic group. 


REFERENCES 


1. Guy W: ECDEU Assessment Manual for Psychopharmacology. 
Washington, DC, US Department of Health, Education and 
Welfare, 1976, pp 534-537 

2. Burke RE, Fahn S, Jankovic J, et al: Tardive dystonia: late-onset 
and persistent dystonia caused by antipsychotic drugs. Neurol- 
ogy 1982; 32:1335-1346 

3. Wolf ME, Mosnaim AD: Identifying subtypes of tardive dys- 
kinesia. Hosp Community Psychiatry 1984; 35:828-830 

4. Casey DE: Tardive dyskinesia, in Psychopharmacology: The 
Third Generation of Progress. Edited by Meltzer HL. New 
York, Raven Press, 1987 

5. Kang UJ, Burke RE, Fahn S: Natural history and treatment of 
tardive dystonia. Mov Disord 1986; 1:193-208 

6. Yassa R, Nair V, Dimitry R: Prevalence of tardive dystonia. 
Acta Psychiatr Scand 1986; 73:629—633 

7. Yassa R, Nair V, Iskandar H: Tardive dystonia and severe tar- 
dive dvskinesia: a demographic study, in CME Syllabus and 
Scientific Proceedings in Summary Form, 141st Annual Meeting 
of the American Psychiatric Association. Washington, DC, 
APA, 1988 

8. Gardas G, Cole JO, Salomon M, et al: Clinical forms of severe 
tardive dyskinesia. Am J Psychiatry 1987; 144:895—902 

9. Gimenez-Roldan $, Mateo D, Bartolome P: Tardive dystonia 
and severe tardive dyskinesia. Acta Psychiatr Scand 1985; 71: 
488—494 

10. Lieberman J, Lesser M, Johns G et al: Pharmacologic studies of 
tardive dyskinesia. ] Clin Psychopharmacol 1988; 8 (4, suppl): 
575-635 

11. Lieberman JA, Alvir J, Mukherjee S, et al: Treatment of tardive 
dyskinesia with bromocriptine: a test of the receptor modifica- 
tion strategy. Arch Gen Psychiatry 1989; 45:908-913 

12. Yassa R, Nair NPV, Iskandar H, et al: Faczors in the develop- 
ment of severe forms of tardive dyskinesia, Am J Psychiatry 
1990; 147:1156~-1163 

13. Yadalam KG, Korn MC, Simpson GM: Tardive dystonia: four 
case histories. ] Clin Psychiatry 1990; 51:17-20 

14. Roller WC: Tardive dystonia: diagnosis and treatment, in Tar- 
dive Dyskinesia: Biological Mechanisms and Clinical Aspects. 
Edited by Wolf ME, Mosnaim AD. Washington, DC, American 
Psychiatric Press, 1988 

15. Jankovic J, Havins WE, Wilkins RB: Blinking and blepharo- 
spasm. JAMA 1982; 248:3160-3164 

16. Dening TR: Blinking and essential blepharospasm. Compr Psy- 
chiatry 1987; 28:83-92 

17. Little JT, Jankovic J: Tardive myoclonus. Mov Disord 1987; 
2:307-311 


1059 


Comparison of the Effects of Hydrochlorothiazide 
and Furosemide on Lithium Disposition 


Brian L. Crabtree, Pharm.D., James E. Mack, Ph.D., 
Cynthia D. Johnson, M.S.N., and Barry C. Amyx, M.D. ` 


Objective: This study examined the interaction between lithium and diuretics, comparing 
both the pharmacokinetic and the pharmacodynamic variables of hydrochlorothiazide, fu- 
rosemide, and placebo. Method: The study, which took place in an outpatient research clinic 
of a university hospital, used a double-blind, placebo-controlled crossover design. The subjects 
were normal, healthy male volunteers who responded to recruitment announcements. Thirteen 
subjects entered and completed the study. All subjects took lithium, 300 mg b.i.d., for 6 weeks. 
Hydrochlorothiazide, 25 mg b.i.d.; furosemide, 20 mg b.i.d.; and placebo were given during 
weeks 2, 4, and 6 in arandom order of assignment. Serum lithium levels and indices of diuretic 
activity were measured during each week. Results: The subjects’ serum lithium levels after S 
days of taking bydrochlorothiazide were significantly higher than after 5 days of taking fu- 
rosemide and placebo. At the doses studied, hydrochlorothiazide was also more potent than 
furosemide in increasing plasma renin activity, increasing sodium excretion, and decreasing 
lithium excreticn. Conclusions: The observed differences between diuretics in effects on serum 
lithium may have been due to differences in the potency of the diuretics at the doses studied 
as well as in the site of action of the diuretic effect. The results must be interpreted cautiously, 
however, because the effects were small and of questionable clinical significance, arid the study 
used healthy valunteers and low doses of lithium instead of psychiatric patients and the usual 


therapeutic levels of lithium. 
(Am J Psychiatry 1991; 148:1060-1063) 


I nteraction between lithium and other drugs, leading 
to increased serum lithium levels, is a common and 
clinically significant concern. It is widely accepted that 
sodium-depleting diuretics increase lithium retention 
(1-3). Ifa diuretic is initiated after a steady-state lithium 
serum concentration is achieved, a decrease in the dose 
of lithium is often required to prevent toxicity (4). The 
pharmacokinetic interaction between lithium and diu- 
retics has been documented primarily with thiazide diu- 
retics (3); interaction with other classes of diuretics has 
been less studied. 

Reabsorption of lithium in the renal tubules is similar 
to that of sodium, except that lithium is not significantly 
reabsorbed at the distal tubule (5). Since reabsorption 
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of sodium and lithium at proximal sites is competitive, 
blockade of sodium transport at the distal tubule with- 
out alteration of lithium transport leads to increased 
lithium reabsorption. Blockade of sodium reabsorption 
at a more proximal site where both ions are reabsorbed, 
such as the ascending limb of Henle’s loop, might be 
expected to maintain the sodium-lithium balance better 
and be less likely to increase serum lithium. 
Furosemide, a loop diuretic, was suggested as the 
cause of lithium retention in two instances (6, 7), but 
confounding factors such as sodium-restricted diets, 
electrolyte and fluid imbalance, 'and dehydration pre- 
vented a conclusive assessment. Two small open-label 
studies have considered the lithium-furosemide combi- 
nation. Jefferson and Kalin (8): gave furosemide, 40 
mg/day, then hydrochlorothiazide, 50 mg/day, to five 
normal volunteers who had been stabilized on a regimen 
of lithium carbonate, 300 mg t.i.d. Treatment with hy- 
drochlorothiazide resulted in increased serum lithium 
levels, whereas furosemide caused no significant 
change. Saffer and Coppen (9) gave varying doses of 
furosemide once daily to six elderly outpatients with 
elevated blood pressure who had been stabilized on a 
lithium regimen and found that furosemide had no ef- 
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fect on serum lithium levels. In both studies, the lack of 
effect of furosemide on serum lithium levels was attrib- 
uted to furosemide’s different site of diuretic action in 
the renal tubule as compared to that of thiazide agents; 
however, indices of diuretic potency were not studied. 
Use of a diuretic that does not increase serum lithium 
levels would greatly simplify treatment when the com- 
bination is indicated and would also decrease the risk 
to patients. Since previous work has used small samples 
under nonblind conditions, further study documenting 
the effects of different classes of diuretics on serum lith- 
ium levels is needed. Additionally, the pharmacody- 
namics of the lithium-diuretic interaction have not been 
examined. While differences in site or sites of action are 
clearly a possible explanation for different effects of diu- 
retics on lithium levels, it is also possible that the clinical 
potencies of hydrochlorothiazide and furosemide at 
commonly used doses are not equivalent. For these rea- 
sons, we undertook a reexamination of the lithium- 
diuretic interaction, comparing hydrochlorothiazide, 
furosemide, and placebo and considering both the phar- 
macokinetic and the pharmacodynamic variables. 


METHOD 


The comparative effects of furosemide and hydro- 
chlorothiazide on serum lithium levels were assessed in 
this study by a placebo-controlled, random-assignment, 
double-blind crossover design. Subjects were recruited 
through announcements posted in an academic medical 
center and in the local newspaper. They were required 
to be free of all drugs, including ethanol, caffeine, and 
tobacco, for 1 week before enrollment and during the 
study and to have no history or family history of psy- 
chiatric illness. Screening visits included physical and 
laboratory examinations. Thirteen normal, healthy 
male volunteers whose ages ranged from 22.7 to 36.3 
years (meant+tSD=29.9+4,1 years) were chosen to be the 
subjects. Informed consent was obtained from all sub- 
jects after the study procedures had been fully ex- 
plained. 

The subjects received lithium, 300 mg every 12 hours, 
for 6 weeks. The test drugs (identical-appearing cap- 
sules of hydrochlorothiazide, 25 mg; furosemide, 20 
mg; or placebo) were given every 12 hours during weeks 
2, 4, and 6. Assignment to the order of test-drug admini- 
stration was done according to a random permuted 
blocks scheme. Week 1 served as a stabilization phase, 
and weeks 3 and 5S served as test-drug washout phases. 
Subjects were instructed to maintain as consistent a diet 
and fluid intake as possible throughout the study. 

Blood was collected on the morning after the fifth day 
of each week, before the first daily dose of medication. 
This was done to ensure that at least five drug half-lives 
had passed and that the subjects had steady-state serum 
lithium concentrations (1). A 24-hour urine collection 
was required at the end of each week. Quantitative 
analvsis of lithium in serum and urine was performed 
by atomic absorption spectrophotometry (10). Addi- 
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TABLE 1. Serum Lithium Levels of 13 Healthy Volunteers Given Lithium 
and Sequential Trials of Hydrochlorothiazide, Furosemide, and Placebo 


Lithium Level! (meq/liter) 


Baseline Day 5? 
Condition Mean SD Mear: SD 
Hydrochlorothiazide 0.30 0.10 0.37 0.09 
Furosemide 0.29 0.06 0.29 0.07 
Placebo 0.26 0.07 0.28 0.07 


"Significant difference between hydrochlorothiazide condition and 
furosemide and placebo conditions after 5 days of treatment (F=9.19, 
df=1, 24, p<0.001). 


tional variables measured weekly to evaluate diuretic 
effects included weight, blood pressure, heart rate (after 
the subject had been supine for 3 minutes and immedi- 
ately upon standing), plasma renin activity (after the 
subject had been recumbent for 30 minutes), serum so- 
dium and creatinine levels, urine sodium and creatinine 
levels, and urine volume. Fractional excretion ratios of 
sodium and lithium were calculated. Mood changes 
possibly caused by lithium were monitored with the 
Zung Self-Rating Depression Scale (11). 
Statistical analysis of group means was performed 
with an analysis of variance (ANOVA) for subjects and 
treatments. A Scheffé post hoc analysis was used to 
compare treatment means when the treatment source in 
the ANOVA was significant at the a priori level of 
p<0.05. 


RESULTS 


All 13 subjects enrolled in the study completed the 
6-week trial. Their mean serum lithium levels during the 
study are shown in table 1. The Drug by Time interac- 
tion was significant, and no differences were observed 
within the baseline period. Serum lithium levels after 5 
days of concurrent treatment with hydrochlorothiazide 
were significantly higher than those after 5 days of fu- 
rosemide or placebo. 

There were no signiticant differences among test 
groups in effects on weight, vital signs, and urine vol- 
ume. Some differences were noted in laboratory indica- 
tors of diuretic activity. Hydrochlorothiazide had a sig- 
nificantly greater effect than furosemide and placebo on 
increasing plasma renin activity (hydrochlorothiazide, 
9.1 ng/ml per hour; furosemide, 3.2 ng/ml per hour; 
placebo, 1.9 ng/ml per hour; F=34.42, df=1, 24, p< 
0.0001), on increasing sodium excretion (hydrochlo- 
rothiazide, 28.6%; furosemide, -0.25%; placebo, 0%; 
F=7.65, df=1, 24, p<0.003), and on decreasing lithium 
excretion (hydrochlorothiazide, 27.0%; furosemide, 
-19.0%; placebo, 5.6%; F=12.20, df=1, 24, p<0.002). 
Interestingly, furosemide differed from placebo on none 
of the diuretic parameters and was actually associated 
with a slight overall decrease in sodium excretion, al- 
though variance was large and there were both posi- 
tive and negative individual values (range=-40.8% to 
+32.4%), 
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DISCUSSION 


The results of this blind, placebo-controlled crossover 
study support the findings of previous open studies (8, 
9) which showed that hydrochlorothiazide, but not fu- 
rosemide, increases serum lithium levels. The absolute 
changes in serum lithium levels after hydrochlorothiaz- 
ide treatment were small (meant+SD=0.07+0.02 meq/ 
liter), although the changes reflect an increase of 23.3%, 
consistent with the previous literature (12, 13). Serum 
lithium levels achieved while the subjects were taking 
hydrochlorothiazide were well below those generally 
considered therapeutic in the treatment of bipolar dis- 
order (0.60-1.40 meq/liter). A lithium dose of 300 mg 
b.i.d. was selected so that even if the diuretics dramati- 
cally increased serum levels, study subjects would be 
unlikely to experience toxicity. 

The clinical significance of the observed size of the 
diuretic effect, even on a percentage basis, is question- 
able when extrapolated to lithium serum levels well 
within the usual therapeutic range. There are several 
possible explanations for the apparent discrepancy be- 
tween these results and the belief that thiazide diuretics 
can increase serum lithium to potentially toxic levels. 
Indeed, Himmelhoch et al. (4) demonstrated dose-de- 
pendent effects of chlorochiazide ranging up to a 68% 
reduction in lithium clearance. 

First, the subjects in the study were normal, healthy 
volunteers with no personal or family history of psychi- 
atric illness or hypertension. It is possible that the dy- 
namics of lithium and diuretic effects and disposition 
are different in such individuals than in patients with 
psychiatric or cardiovascular disorders. Neither hydro- 
chlorothiazide nor furosemide demonstrated a signifi- 
cant fluid diuresis relative to placebo. 

Second, the doses of lithium and diuretics were low 
relative to those used in clinical practice. Although 50 
mg/day of hydrochlorothiazide and 40 mg/day of fu- 
rosemide are commonly used clinical doses, much larger 
doses of both drugs are aiso commonly used. The effect 
of diuretics on serum lithium levels may not necessarily 
be linear, and the effects of diuretics on very low serum 
lithium levels may not be the same as on levels within 
the usual therapeutic range. 

Third, in a crossover study design there is a risk of 
residual effects between treatments. We controlled for 
residual effects by using a 1-week washout period be- 
tween diuretic phases and by measuring serum lithium 
levels twice at the end of each study phase to verify se- 
rum steady-state levels. Since the elimination half-life of 
lithium is known to average 20-24 hours, a 5-day wash- 
out period would allow at least five half-lives in healthy 
subjects (1). 

At the dose used in this study (20 mg b.i.d.), fu- 
rosemide had essentially no effect on serum lithium lev- 
els. It is possible that when combined lithium-diuretic 
therapy is indicated, furosemide would be a safer and 
simpler alternative to a thiazide diuretic at these doses 
unless other factors indicate the choice of a thiazide. 
Indeed, a downward adjustment of lithium dose con- 
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current with the addition of furosemide could lead to a 

drop in serum lithium levels and potential loss of thera- 

peutic efficacy. Maintaining the pre-furosemide lithium 

regimen while continuing to monitor serum lithium lev- 

els appears to be a better approach according to our 
ta. 

The pharmacodynamic explanation for the different 
effects on serum lithium levels that we observed with 
hydrochlorothiazide and furosemide is inconclusive. 
Previous reports have suggested that the difference in 
the site of action is the explanation for differences in the 
effects of the two diuretics on lithium levels (8, 9). The 
saluretic effect of thiazide diuretics is mediated almost 
exclusively at the distal tubule, where lithium reabsorp- 
tion is insignificant. Furosemide works primarily at the 
ascending limb of Henle’s loop and could be expected 
to affect both sodium and lithium transport if the tubu- 
lar membrane cannot differentiate between the two ions 
at that site. 

Another possible factor is pharmacokinetic differ- 
ences between the diuretics. Furosemide is known to be 
significantly shorter acting than hydrochlorothiazide 
(14). When given on a once-daily basis, it is theoretically 
possible that furosemide only transiently affects serum 
lithium levels and that reequilibration occurs within 24 
hours. In an attempt to control for this possibility, we 
divided the doses of both diuretics and administered 
them every 12 hours (hydrochlorothiazide, 25 mg b.i.d., 
and furosemide, 20 mg b.i.d.). 

The effects of hydrochlorothiazide and furosemide on 
indices of diuretic activity were equivalent on most of 
the variables studied. Indeed, hydrochlorothiazide, fu- 
rosemide, and placebo all showed no significant differ- 
ence in effects on weight, blood pressure, heart rate, 
serum sodium and creatinine levels, and urine volume. 
Hydrochlorothiazide was, however, significantly more 
potent than furosemide and placebo in increasing 
plasma renin activity, increasing sodium excretion, and 
decreasing lithium excretion. 

Our data indicate that the difference in the site of diu- 
retic action may not be the sole factor in explaining the 
difference in effect on serum lithium levels. At the doses 
used in this study, there are differences between the two 
drugs in certain indices of diuretic potency. A greater 
effect of one over the other in enhancing sodium excre- 
tion, in particular, raises the possibility that lithium re- 
tention may be differentially affected as a result. It is 
well-known that sodium depletion causes lithium reten- 
tion. Higher doses of hydrochlorothiazide and fu- 
rosemide could potentially have effects different from 
those observed in this study. 

Our study also raises questions about differential 
effects and mechanisms of other drugs that affect elec- 
trolyte transport. Amiloride has been shown in two 
studies to cause no significant effect on serum lithium 
levels when used in the treatment of lithium-induced 
polyuria (15, 16). Enalapril and other angiotensin 
converting enzyme inhibitors have been reported to 
cause lithium retention resulting in toxicity (17, 18). 
Additional study of the nature of the interaction be- 
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tween lithium and drugs that affect renal function is 
needed to clarify which drugs can be most safely com- 
bined with lithium. 

In summation, this study showed that furosemide at 
a dose of 40 mg/day does not significantly affect serum 
lithium levels in physically healthy individuals. Thus, it 
may be a safer and simpler approach to combining lith- 
ium and a diuretic than using hydrochlorothiazide at 50 
mg/day. When lithium and furosemide are combined, 
patients should be at a lesser risk of experiencing toxic- 
ity. There should be no need for adjustments of lithium 
doses in already stabilized patients. Continued close 
monitoring of serum lithium levels is always indicated. 
Our results must be interpreted cautiously, however, be- 
cause of the subjects we used and the doses of lithium 
and diuretics we gave. Additional information collected 
from a study of psychiatric patients in which other drug 
doses are used would be helpful. 
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Fluoxetine in the Treatment of 
Borderline and Schizotypal Personality Disorders 


Paul J. Markovitz, M.D., Ph.D., Joseph R. Calabrese, M.D., 
S. Charles Schulz, M.D., and Herbert Y. Meltzer, M.D. 


Twenty-twe patients meeting the criteria for borderline or schizotypal personality disorder 
or both participated in a prospective, nonblind 12-week trial of fluoxetine. There were signifi- 
cant reductions in self-injury and in scores on the Hopkins Symptom Checklist regardless of 
diagnosis. The results suggest that controlled trials of fluoxetine and investigations of the 
serotonergic system in these disorders would be useful. | 


(Am J Psychiatry 1991; 148:1064-1067) 


Bea and schizotypal personality disorders are 
possibly related clinical entities. These two disor- 
ders frequently coexist (1), have high levels of morbidity 
and mortality, and are feirly common (2). 

Similarities also exist between both borderline and 
schizotypal personality disorders and obsessive-com- 
pulsive disorder. All three disorders are frequently ac- 
companied by generalized anxiety, panic attacks, de- 
pression, body dysmorphias (including bulimia and 
anorexia), dissociative disorders, affective lability, sui- 
cidality, hostility, and obsessive-compulsive traits (2, 3). 

Several studies (4~6) have suggested that some of 
these symptoms (e.g., depression, affective lability, sui- 
cidality, hostility, and obsessive-compulsive traits) 
could be due to serotonergic dysfunction. There is con- 
siderable evidence for serotonergic abnormality in ob- 
sessive-compulsive disorder, and serotonergic agents 
are efficacious in treating the disorder (5). Car- 
bamazepine, monoamine oxidase inhibitors (MAOIs), 
and neuroleptic drugs have been reported to be variably 
effective in borderline and schizotypal personality dis- 
orders (6, 7) and have direct or indirect effects on the 
serotonergic system (8-10). 
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revision received Jan. 31, 1991; accepted March 9, 1991. From the 
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o Hospitals of Cleveland, 2040 Abington Rd., Cleveland, OH 
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If borderline and schizotypal personality disorders are 
related to obsessive-compulsive disorder, then treat- 
ment with fluoxetine might be effective in these condi- 
tions as well. Similarly, if impulse control problems 
arise from serotonergic dysregulation (6), fluoxetine 
might help control the disorder. Thus, a nonblind, pro- 
spective study was initiated to test the efficacy of fluox- 
etine in patients with borderline or schizotypal person- 
ality disorder or both. 


METHOD 


Twenty-two outpatients satisfying the DSM-III-R cri- 
teria for borderline or schizotypal personality disorder 
or both underwent a prospective, nonblind trial of 
fluoxetine. All of the patients had come for psychiatric 
evaluation of anxiety or depression without being re- 
cruited. Eight of the individuals had primarily border- 
line personality disorder, 10 had both borderline and 
schizotypal disorders, and four had primarily schizo- 
typal disorder. Thirteen of these patients also met the 
criteria for major depression at the time of entry into 
the study. 

All of the subjects gave informed consent and com- 
pleted two self-assessment questionnaires. The first was 
a short questionnaire assessing self-mutilation, and the 
second was the Hopkins Symptom Checklist (HSCL). 
The mutilation questionnaire asked patients to quantify 
their self-injurious behavior. The HSCL is a widely used 
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test for assessing psychiatric well-being and has been 
used in other clinical trials involving borderline patients 
(6). These ratings were repeated every 3 weeks during 
the study. Ten patients were engaged in psychotherapy, 
but except for the brief medication visits (15-30 min- 
utes) every third week, no changes were made in any of 
the psychotherapeutic interventions. Seven of these pa- 
tients were receiving supportive psychotherapy, and 
three were receiving cognitive therapy. 

The patients were responsible for financing their clini- 
cal visits and for purchasing their own medications. 
Eighteen of the 22 patients had previously failed trials 
of benzodiazepines, 16 were resistant to tricyclic anti- 
depressants (no one had been taking clomipramine), 14 
had failed to respond to neuroleptics, and nine were 
lithium nonresponders. Three of the individuals had not 
responded to trials of fluoxetine at doses of 60 mg or 
less, four had not been responsive to carbamazepine, 
three had not responded to valproic acid, and two had 
failed to respond to MAOIs. Only one of the patients 
had not taken any drug. 

Thirteen of the subjects were female and nine were 
male. Their meantSD age was 34.416.9 years; the mean+ 
SD duration of illness was 18.1+10.2 years. 

Fluoxetine was started at a dose of 20 mg/day and 
increased by 20 mg every third day to a maximum of 
80 mg. This dose reduced the risk of undermedication 
and thus would help to guarantee a fair trial. There was 
no washout period before fluoxetine therapy began. 
The only other medications the patients were allowed 
to use were lorazepam (2 mg) and chloral hydrate (1000 
mg) for insomnia. Four other individuals who initially 
entered the study along with the 22 subjects did not 
return for their 3-week appointments. We do not know 
why they chose to discontinue treatment, as efforts to 
contact them were unsuccessful. Their self-mutilation 
episodes and HSCL scores are not included in the data 
we report, and they were considered treatment nonre- 
sponders. Loss of patients to follow-up is a problem in 
many studies involving this diagnostic population (2, 


Self-mutilation was defined as an active history of 
cutting oneself during the 6 weeks before the study. 
Multiple cuts over a 12-hour period were recorded as a 
single event. Thus, the maximal possible number of epi- 
sodes per individual per week was 14. The number 
of individual cuts per event varied from one to 16. 
No physical examinations were performed to check 
changes in self-mutilation. 

Outcomes were assessed by comparing self-mutila- 
tion reports and HSCL scores at each of the follow-up 
visits (at 3, 6, 9, and 12 weeks). Persons with these types 
of personality disorders are often poorly compliant with 
follow-up appointment schedules, and some of the sub- 
jects did not have all four of their follow-up visits. All 
of the patients, however, had tests at 0 and 12 weeks. 
Instead of eliminating cases where one.test was missed, 
and thus possibly biasing our outcome results, we used 
a three-factor, split-plot design to test hypotheses. The 
factors were time (weeks.0 and 12), depression (present 
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or absent), and personality subtype (borderline and/or 
schizotypal). The design was not balanced, since com- 
binations of depression and personality type occur with . 
different frequencies. A Bonferroni correction was used 
to determine statistical significance of scores on the five 
subscales of the HSCL. 


RESULTS 


Twelve of the 22 patients reported self-mutilating be- 
havior. Of these 12, three met the criteria for borderline 
disorder, two for schizctypal disorder, and seven for 
both. These 12 patients had a mean+SD of 4.1+4.9 in- 
cidents of mutilation per week for at least 6 weeks be- . 
fore entering the study. This represents a total of 49 
mutilative episodes overall. The incidence of mutilation 
at 3 weeks (11 patients, 42 episodes) and 6 weeks (11 
patients, 40 episodes) was not markedly different from 
the values at the beginning of the study. By 9 weeks, 
however, 50% fewer individuals (N=6) were self-inju- 
rious, and the total number of mutilative episodes had 
decreased to 13, a 74% reduction. Only two of the 12 
patients were still engaged in cutting at the end of the 
12 weeks of fluoxetine therapy, and this occurred less 
than once per week (0.75 episodes). a 97% reduction. 

The HSCL data are given in table 1. The mean+SD 
score for all 22 patients at entry into che study was 
197.3+60.1. The mean scores at 3 weeks, 6 weeks, and 
9 weeks indicate a progressive decline. Many of the sub- 
jects, however, had higher scores at ore of the later 
times than at the previous one. While the majority of 
patients showed a progressive decline in symptom 
scores, it was not until 12 weeks that patients consis- 
tently noted improvement. The mean HSL score at 12 
weeks was significantly lower than the score at baseline. 
No interaction between time and mood (F=0.002, df=1, 
16, p<0.32), between time and personality (F=0.04, 
df=2, 16, p<0.96), or among all three variables (F=0.26, 
df=2, 16, p<0.91) was found. 

The changes in HSCL scores were similar in the pa- 
tients with borderline personality disorder, the patients 
with schizotypal disorder, and the patients with both 
diagnoses. No statistical difference based on diagnosis 


could be found (F=0.26, df=2, 16, p<0.98), nor was 


there any interaction af personality diagnosis with 
mood state (F=0.01, df=2, 16, p<0.39) or time (as men- 
tioned above), or among all three variables (as men- 
tioned above). 

The presence or absence of major depression did not 
appear to affect outcome. The improvement in HSCL 
total score of the nonderressed patients was not statis- 
tically different from that of the depressed patients (ta- 
ble 1). The depressed patients did have significantly 
higher scores than the nondepressed patients at entry 
into the study. No mood interactions with time, person- 
ality, or both were found to be sign‘ficant. 

These same results were evident for particular symp- 
tom subset patterns on the HSCL for the group as a 
whole (table 1). Ratings on the obsessive-compulsive, 
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TABLE 1. Changes in Self-Mutilation and Hopkins Symptom Checklist (HSCL) Scores of Patients With Borderline and/or Schizotypal Personality Disorder 
During a 12-Week Trial of Fluoxetine ; 








Week . 
0 3 6 9 12 

Measure Mean SD Mean SD Mean SD Mean SD Mean SD 
Mutilations per week by self-injurious patients 41 4.0 3.8 4.0 3.6 3.5 22 20 04 0.2 

HSCL score (total) l 
All patients (N=22)* 197.3 60.1 170.0 51.3 139.2 53.0 102.9 39.3 69.5 44.7 
Borderline patients (N=8) 204.1 64.1 198.8 382 154.5 57.2 97.0 12.4 75.3 50.3 
Schizotypal patients (N=4) 159.8 39.6 132.0 593 68.0 39.2 86.0 63.4 52.5 30.4 

Patients with both borderline and schizo- , 
typal disorder (N=10) 206.8 544 1644 53.6 150.9 324 1182 31.1 68.5 29.4 
Depressed patients (N=13)> 226.2 56.7 177.6 55.1 173.2 298 115.4 27.4 81.3 41.8 
Nondepressed patients (N=9) 155.4 364 161.3 43.5 90.7 38.6 90.4 47,2 49.7 27.0 

HSCL subscale scores (all patients, N=22) 

Obsessive-compulsive* 25.1. 7.3 22.9 7.6 20:5 -7.7 16.4 69 10.9 7.2 
Interpersonal sensitivity® 22.6 7.8 19.8 8.5 16.9 6.9 13.2 6.3 7.8 4.6 
Depression’ 37.0 7.3 33.2 9.8 26.6 9.6 19.2 6.6 12.0 7.7 
Anxiety! 23.5 93 225 103 175 94 115 63 86 6.2 
Paranoid ideation/psychoticism® 28.1 13.3 22.3 9.9 18.4 9.0 15.9 8.2 9.4 7.3 


"Significant difference between week 0 and week 12 (F=14.38, df=1, 16, p<0.001). 
„Significant difference between depressed and nondepressed patients at week 0 (F=1.12, df=1, 16, p<0.006). 
“Significant difference between week 0 and week 12 (F=67.18, df=1, 20, p<0.0001). 


ignificant difference between week 0 and week 12 (F=81. 64, df=1, 


1, 20, p<0.0001). 


(Significant difference between week 0 and week 12 (F=130.94, df=1, 20, p<0.0001). 
Significant difference between week 0 and week 12 (F=62.07, df=1, 20, p<0.0001). 
®Sienificant difference between week 0 and week 12 (F=50.85, df=1, 20, p<0.0001). 


interpersonal sensitivity, depression, anxiety, and com- 
bined psychoticism and paranoid ideation subscales all 


declined significantly from baseline to week 12, and no» 


effects of mood and/or personality on outcome were 
found (data not shown). 

We used a method described by Goldberg et al. (6) to 
address the question of clinically significant change. 
These authors noted that a convention has developed in 
which “a change of 0.50 standard deviation (SD) units 
is ‘clinically significant’ and a change of 0.75 or more 
SDs is among the largest one can expect to observe” (p. 
683). They used the baseline standard deviation as the 
unit requiring change to satisfy these requirements. Ac- 
cording to these criteria, the change in mutilative behav- 
ior was 1.0 SD, and the overall change in total HSCL 
score was 2.1 SD. The changes in obsessive-compulsive 
(1.9 SD), interpersonal sensitivity (1.9 SD), depression 
(3.4 SD), anxiety (1.6 SD), and psychoticism/paranoid 
ideation (1.4 SD) ratings were all well above the criteria 
of Goldberg et al. (6) for clinical significance. The group 
averaged a 65% decrease in their HSCL scores, and no 
patient’s condition worsened with treatment (data not 
shown). 


DISCUSSION 


Twenty-two (85%) of 26 patients with borderline 
and/or schizotypal personality disorder completed a 12- 
week course of fluoxetine treatment at a dose of 80 
mg/day. The individuals studied had chronic illnesses 
averaging 18.1 years in curation that had proven unre- 
sponsive to a variety of other treatment modalities. 
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There was a statistically and clinically significant de- 
crease in symptoms. Thus, this preliminary study sug- 
gests that fluoxetine is useful in the treatment of bor- 
derline and schizotypal personality disorders. 

The results must be viewed cautiously, however, be- 
cause of the open nature of the trial, the lack of a clini- 
cian assessment scale, and the lack of a control group. 
This leaves open the possibility that the improvement 
was related to nondrug factors. However, the subjects 
had not responded to any previous drug treatment or 
psychotherapy. Second, the chronicity of illness and the 
multiplicity of failed previous treatments made the re- 
sponse to fluoxetine impressive. Third, a follow-up 
evaluation of the 22 patients who responded and re- 
mained on a fluoxetine regimen (mean+tSD dura- 
tion=24.7+15.4 weeks) showed continued improve- 
ment. Fourth, even allowing for a placebo effect as large 
as 1.0 SD, changes greater than this were noted, which 
are clinically significant according to the criteria of 
Goldberg et al. No interactions between time and either 
mood classification or personality subgroup were sig- 
nificant. This indicates that although differences be- 
tween depressed and nondepressed groups are shown 
by the HSCL scores, the patterns of change are not sta- 
tistically different. This further suggests that the gener- 
ality of our conclusions need not be conditioned by 
diagnostic group. The small sample size, however, indi- 
cates the need for further study of this issue. 

This study used objective rating scales to evaluate the 
efficacy of fluoxetine in patients'with DSM-III-R-iden- 
tified borderline and schizotypal personality disorders. 
The study needs to be followed by a double-blind, pla- 
cebo-controlled study. The possibility that some of the 
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patients will no longer fulfill the DSM-III-R criteria for 
axis I and II diagnoses after treatment needs to be evalu- 
ated. Biological studies assessing serotonergic function 
in these disorders would be relevant. It is quite possible 
that the apparent efficacy of fluoxetine in these two dis- 
orders does not signify a particularly important role of 
serotonin in the etiology of the disorders and that neu- 
rotransmitters other than serotonin are important. 

In summary, this study using objective rating scales 
documented the efficacy of fluoxetine in borderline 
and/cr schizotypal personality disorders. The treat- 
ment modalities that have been reported to be effective 
in these disorders might be active, in part, through an 
effect on the serotonergic system. The results reported 
here suggest that borderline and/or schizotypal per- 
sonality disorders may represent serotonin dysregula- 
tion. 


REFERENCES 


1, Spitzer R, Endicott J, Gibbon M: Crossing the borderline into 
borderline personality and borderline schizophrenia. Arch Gen 
Psychiatry 1979; 36:17-24 


Am J Psychiatry 148:8, August 1991 


10. 


CLINICAL AND RESEARCH REPORTS 


. Gunderson JG: Borderline Persanality Disorder. Washinzton, 


DC, American Psychiatric Press, 1984 


. Jenike MA, Baer L, Minichiello WE: Obsessiv2 Compulsive Dis- 


orders: Theory and Management. Littleton, Mass, PSG, 1986 


. Coccaro EF, Siever LJ, Klar HM, et al: Serowonergic studies in 


patients with affective and personality disorders. Arch Gen Psy- 
chiatry 1989; 46:587-599 


. Murphy DL, Pato MT, Tigott TA: Obsessive-compulsive disor- 


der: treatment with serotonin-selective uptake inhibitors, azaspi- 
rones, and other agents. J Clin Psychopharmacol 1990; 10(3 
suppl):91S—100S 


. Goldberg SC, Schulz SC, Schulz PM, et al: Berderline and schi- 


zotypal personality disorders treated with low-dose thiothixene 
vs placebo. Arch Gen Psychiatry 1986; 43:680-686 


. Cowdry RW, Gardner DL: Pharmacotherapy zf borderline per- 


sonality disorder: alprazolam, carbamazepine, trifluorerazine, 
and tranylcypromine. Arch Gen Psychiatry 1948; 45:111-119 


. Elphick M, Yang JD, Cowen PJ: Effects of carbamazepine on 


dopamine- and serotonin-mediated neuroendocrine responses. 
Arch Gen Psychiatry 1990; 47:135-140 


. Blier P, de Montigny C, Chaput Y: Electroph~siologicai assess- 


ment of the effects of antidepressant treatmerts on the efficacy 
of 5-HT neurotransmission. Clin Neurophazmacol 1988; 11 
(supp! 2):$1-S10 

Meltzer HY: Clinical studies on the mechanism of action of clo- 
zapine: the dopamine-serotonin hypothesis 3f schizophrenia. 
Psychopharmacology (Suppl) 1989; 99:S18-S27 


1067 


CLINICAL AND RESEARCH REPORTS 


Manic Syndrome in AIDS 
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i 
i 


Karl Kieburtz, M.D., Ann E. Zettelmaier, M.D., Leena Ketonen, M.D., Ph.D., 
Michael Tuite, M.D., and Eric D. Caine, M.D. 


A manic syndrome in eight patients with AIDS is described. On the basis of clinical, neu- 
ropsychological, laboratory, magnetic resonance imaging, and epidemiological evidence, the 
authors suggest that the manic syndrome was secondary to HIV infection. The patients also 


developed concomitant cognitive impairment. 


(Am J Psychiatry 1991; 148:1068-1070) 


n this article we retrospectively review our experience 

with eight AIDS patients who developed a manic syn- 
drome. Several authors reported that mania can be a 
presenting feature of patients with AIDS (1-5). The ma- 
jority of these patients had some degree of cognitive ab- 
normality suggestive of HIV-related cognitive impair- 
ment (6). Unfortunately, the previous reports had 
limited laboratory and imaging data, and none included 
magnetic resonance imaging (MRI) findings. 

Four criteria have been suggested for identifying psy- 
chiatric syndromes that are secondary to a neuro- 
pathological disorder: 1) presence of a defined clinical 
syndrome, 2) identification of other major disease 
manifestations, 3) evidence of active cerebral disease, 
and 4) increased prevalence of the syndrome in the 
population with the disorder (E.D. Caine, unpublished 
manuscript, 1990). We provide clinical, neuropsychologi- 
cal, laboratory, imaging, and epidemiological data that 
fulfill these criteria. These data support the hypothesis 
that the manic syndrome in these patients is secondary 
to HIV infection. 


METHOD 


We reviewed all of the cases of individuals with AIDS 
who were admitted to the inpatient services of a hospital 
department of psychiatry from Aug. 1, 1986, through 
April 1, 1990. Individuals were classified as having a 
manic syndrome if they met the DSM-III-R criteria for 
a manic episode, with the exception of the organic eti- 
ology exclusion. 

All of the eight patients who met diagnostic criteria 


Presented in part at the conference on Neurological and Neuropsy- 
chological Complications of HIV Infection: apean 1990, Monterey 
Calif., June 16-19, 1990. Received Aug. 20, 1990; revision received 
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School of Medicine. Address reprint requests to Dr. Kieburtz, P.O. 
Box 673, Department of Neurology, University of Rochester School 
of Medicine, 601 Elmwood Ave., Rochester, NY 14642. 
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for AIDS and had a manic syndrome underwent com- 
prehensive evaluations, including lumbar puncture and 
MRI of the head. Six patients underwent neuropsy- 
chological testing. Although the test batteries varied, all 
included tests of attention (digit span), memory (Rey 
Auditory Verbal Learning Test), cognitive flexibility 
(digit symbol, Stroop Interference Test), perceptual- 
motor speed (Trail-Making Test B), and spontaneous 
word production (controlled word association, e.g., “F- 
A-S”). All MRI studies were performed with a 1.5-tesla 
MRI scanner (General Electric, Milwaukee) with a 
standard head coil as a receiver. Following the routine 
scans, gedopentate dimeglumine (gadolinium), 0.1 
mmol/kg, was administered intravenously over a period 
of 2 minutes to six patients. | 


RESULTS : 

All of the eight subjects were men. One was black, 
one was Hispanic, and the rest were white. Their aver- 
age age was 36.7 years (range=27-53 years). All of the 
patients had histories of homosexual contact; only two 
patients also had histories of intravenous drug abuse. 
The mean CD4* lymphocyte count at the time of admis- 
sion was 60/mm? (range=10-170). Five patients had 
been taking zidovudine prior to admission, and one was 
started on the drug during hospitalization. No cause for 
a secondary affective disorder other than HIV infection 
was identified. | 

The eight patients had a characteristic course of ill- 
ness. At the time of admission, the following symp- 
toms were prominent: irritability (N=6), decreased 
sleep (N=6), pressured speech (N=5), grandiosity/ 
euphoria (N=4), irresponsible spending (N=4), and 
racing thoughts (N=2). For most patients irritability 
was more prominent than euphoria. Four of the eight 
patients began lithium therapy, and six began neu- 
roleptic treatment. Five of the patients had had a prior 
episode of depression beginning about the time of the 
initial HIV diagnosis. Three of these had adjustment 
reaction with depression, and two suffered a major 
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FIGURE 1. MRI Scan Without (A) and With (B) Gadolinium Enhancement in a 41-Year-Old Homosexual Man With Mania? 
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“(A) Precontrast T4 weighted axial image (TR/TE=600/20 msec) reveals thickening of the meninges (arrows). (B) Corresponding gadolinium- 
enhanced MRI image demonstrates marked enhancement of the thickened meninges (arrows). 


depressive episode. Four of the five required antide- 
pressant treatment. 

Aside from the histories of depression, all of the pa- 
tients were thought by their primary caregivers to have 
been cognitively normal before their psychiatric admis- 
sion. Neuropsychological testing performed after the 
manic symptoms had abated revealed cognitive abnor- 
malities consistent with HIV-related cognitive impair- 
ment. The most consistent findings in the six patients 
who underwent this testing were memory deficits 
(N=4), impaired cognitive flexibility (N=3), and slowed 
perceptual speed (N=3). In some patients these cognitive 
deficits were marked. 

Lumbar punctures were performed on all patients. 
Two patients had mild CSF pleocytosis, and another 
two had mildly elevated CSF protein levels. Results of 
other CSF investigations were normal. 

MRI scans of the head were abnormal for all eight 
patients. The primary findings were abnormalities in the 
regions of the fornix and corpus callosum (N=7), atro- 
phy (N=4), and changes in white matter (N=2). No sig- 
nificant mass lesions were identified. In addition, four 
of the six patients who received intravenous gadolinium 
demonstrated cortical meningeal enhancement (figure 
1). This finding was most pronounced in the patients 
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with CSF pleocytosis. In contrast, there were no cases 
of meningeal enhancement at our center in another 28 
concurrent gadolinium-enhanced MRI scans of HIV-in- 
fected patients without a manic syndrome (eight of 
whom also had CSF pleocytosis), a significant difference 
(p<0.01, Fisher’s exact test, two-tailed). 

All of the patients had considerable improvement in 
their mood disturbance during hospwalizztion, but their 
course was not typical for bipolar cisorcer. The irrita- 
bility, sleeplessness, and pressured speech improved in 
all, but there was often persistent distractibility and 
poor judgment. The residual symptcms may have been, 
in part, due to the persisting cognitive impairment. 

The lifetime risk for a manic episode in men of this 
age is approximately 1% (range=0.4'%-1.6%) (7). 
Given the shortened life span of AIDS pz-ients, this fig- 
ure probably overestimates their lisetime risk. The re- 
ported population of similarly aged men with AIDS in 
the catchment area for the hospital was 190 as of April 
1, 1990. According to the estimate of lifetime risk for a 
manic episode, two cases of manic would have been 
expected in a population of this size. The observed eight 
cases is outside the 95% confidence interval (0.24-7.22) 
for the number of expected cases besed on the Poisson 
distribution. 
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DISCUSSION 


These eight AIDS patients with a manic syndrome 
represent the largest such group reported to date. Our 
data support the hypothesis that the manic syndrome 
was secondary to AIDS. Each patient presented a char- 
acteristic syndrome that fulfilled clinical diagnostic cri- 
teria. As a group they demonstrated typical manic 
symptoms such as decreased sleep, pressured speech, 
and disorganized thinking, although irritability was 
more common than a euphoric or an expansive mood. 

In addition to the affective disturbance, a major mani- 
festation was significant cognitive disorder. The deficits 
were consistent with previous reports of HIV-related 
intellectual impairment (8). Neuropsychological abnor- 
malities are noted frequently during the late stages of 
HIV infection. Our patients had been followed closely 
by experienced clinicians. Both the manic symptoms 
and the cognitive decline were newly detected abnor- 
malities, suggesting that the onset of the affective disor- 
der coincided with the development of frank intellectual 
deterioration. The cognitive deficits persisted after the 
remission of the manic symptoms, suggesting that they 
were not epiphenomena of mania. 

Clinical laboratory examinations provided evidence 
of active cerebral disease. The findings of CSF studies 
were frequently abnormal, and all of the MRI scans 
were abnormal. In addition, four of the six patients 
given gadolinium-contrast injections demonstrated en- 
hancement of the cortical meninges. Last, we noted an 
increased prevalence of manic episodes in the county’s 
AIDS population. 
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All four criteria for identifying a secondary psychiat- 
ric syndrome were fulfilled. Our results suggest that the 
manic syndrome in these AIDS patients was a secondary 
disorder, one that was associated with rapidly emerging 
cognitive decline. This syndrome may represent an in- 
tensification of cerebral viral activity or its immediate 
sequelae (9). Clinicians should recognize that although 
the manic symptoms typically respond to standard 
treatments, the unremitting cognitive impairment makes 
the long-term care of these patients challenging. 
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Decrease in Resting Metabolic Rate During Abstinence 
From Bulimic Behavior 


Margaret Altemus, M.D., Marion M. Hetherington, D.Phil., Marilyn Flood, R.D., 
Julio Licinio, M.D., Mark L. Nelson, B.A., Aviva S. Bernat, B.A., 
and Philip W. Gold, M.D. 


Among eight normal-weight bulimic women studied during 1 week of binge eating and 
vomiting and 7 weeks of abstinence without weight loss, resting metabolic rate and T3 and 
T4 levels fell significantly during abstinence. These data suggest that a physiological conse- 
quence of binge eating and vomiting is an increase in metabolic rate, in part due to increased 


thyroid hormone activity. 
(Am J Psychiatry 1991; 148:1071-1072) 


atients with bulimia nervosa have an abnormally 

low resting metabolic rate, which is the largest com- 
ponent of daily energy expenditure (1, 2). As a conse- 
quence, it is likely that bulimic persons gain weight eas- 
ily and therefore feel compelled to diet and engage in 
behaviors that raise the resting metabolic rate, such as 
rigorous exercise (3). In the present study, we attempted 
to determine whether binge eating and vomiting also 
increase the resting metabolic rate. To date, women 
with bulimia have been studied during inpatient hospi- 
talization, when they are restrained from binge eating 
and purging, or as outpatients, when their bulimic be- 
haviors cannot be reliably quantified or controlled. We 
studied the resting metabolic rate of eight bulimic pa- 
tients during a week of active binge eating and vomiting 
in the hospital and compared it to the rate during absti- 
nence in the hospital. Along with catecholamines, thy- 
roid hormone is a major determinant of resting meta- 
bolic rate (4), so we assessed thyroid indices during both 
the binge eating and abstinence phases. 


METHOD 


The subjects were eight normal-weight bulimic women 
admitted to the Clinical Center of the National Insti- 
tutes of Health. They met the DSM-III-R criteria for 
bulimia nervosa and were 83%-107% of average body 
weight (5). Informed consent was obtained from all sub- 
jects. Their mean+SD age was 23.4+2.5 years, the mean 
duration of illness was 6.5+3.0 years, and the mean fre- 
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quency of binge eating was 21.3+22.4 episodes per 
week. The subjects abstained from taking any medica- 
tion and from aerobic exercise for at least 1 month be- 
fore admission. They continued their binge eating and 
vomiting during the first week of hospitalization. All 
subjects selected their own foad throughout the hospi- 
talization, although they were required to keep their 
weights within 1 kg of their admission weights. All sub- 
jects binged at least once per day during the first week 
and vomited after each binge. After the first week, the 
subjects were closely supervised to enfarce abstinence 
from binge eating and purging for the next 7 weeks. 
Exercise was limited to 15 minutes of aerobic exercise 
three times per week. 

After an overnight fast, resting metabolic rate was 
measured between 7:00 a.m. and 8:00 a.m. by indirect 
calorimetry. To reduce variability, the rate was meas- 
ured over 15 minutes on four mornings during the week 
of active binge eating and purging and on four mornings 
1-2 weeks apart during abstinence. 

Caloric intake was calculated on the 4 days preceding 
measurement of the resting metabolic rate, as previously 
described (2). Plasma T3 and Ty levels were obtained 
during the week of active binge eating and during week 
7 of abstinence. 

Differences between repeated measures in the binge 
eating and abstinence phases were analyzed with a two- 
way repeated measures analysis of variance (ANOVA). 
Differences among repeated measures within each 
phase were analyzed with univariate repeated measures 
ANOVA. When a significant F ratio was obtained for 
the difference between phases in the two-way ANOVA 
and there was no significant difference within each 
phase, differences between means were evaluated by 
univariate ANOVA and post hoc Scheffé F tests. Differ- 
ences between single measures in the two phases were 
analyzed by paired t tests. Pearson product-moment 
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correlations were calculated to determine relationships 
between variables. To estimate the variability of the 
resting metabolic rate, the mean intraindividual coeffi- 
cient of variation was ca_culated for each phase. All val- 
ues are given as mean+SD. 


RESULTS 


The resting metabolic rate fell from 1136+258 kcal/ 
day during the binge eating phase to 912199 kcal/day 
during the abstinence phase (F=8.7, df=1, 15, p=0.02). 
Caloric intake decreased from 842514591 kcal/day to 
1678+223 kcal/day (F=19.1, df=1, 15, p=0.004). The 
T3 level dropped from 111+24 ng/dl to 95+12 ng/dl 
(t=2.4, df=7, p=0.05). The T4 level also decreased, from 
7.541.2 g/dl to 5.8+0.83 g/dl (t=5.3, df=7, p=0.001). 
There was no significant change in mean weight be- 
tween the two phases (binge eating phase: 57.0+8.3 kg; 
abstinence phase: 57.1+7.2 kg; F=0.1, df=1, 15, p=0.81). 

Change in resting metabolic rate did not correlate sig- 
nificantly with change in caloric intake, change in T3 or 
T4, duration of illness, ar frequency of binge-purge epi- 
sodes. 

There was no significant change in resting metabolic 
rate over the four sampling times in each phase (binge 
eating phase: F=1.4, df=3,31, p=0.27; abstinence 
phase: F=1.1, df=3, 31, p-0.37). The mean intraindivid- 
ual coefficient of variation was 15% in the binge eating 
phase and 10% in the abstinence phase. There was no 
significant change in weight within each phase (binge 
eating phase: F=2.1, df=3, 31, p=0.12; abstinence phase 
(F=0.32, df=3, 31, p=0.81). 


DISCUSSION 


Both resting metabolic rate and thyroid hormone 
measures decreased significantly during abstinence 
from binge eating and purging. Although thyroid hor- 
mone is known to be a determinant of metabolic rate 
(4), the lack of correlation between these measures in 
this study may be explained by the small number of 
subjects. 

Because most food ingested during binge eating is 
vomited before it can be absorbed, the number of calo- 
ries actually absorbed during days on which binge eat- 
ing occurs is unknown. Since decreased caloric intake 
can decrease resting metabolic rate and thyroid function 
(6), it could be argued that decreased caloric absorption 
during the abstinence phase produced the findings re- 
ported here. However, in a study of 30 days of mild 
caloric restriction (6), which resulted in a decrease in 
resting metabolic rate half that seen in this study, non- 
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bulimic subjects showed a small but consistent drop in 
weight. Thus, it is unlikely that the subjects in our study 
could have reduced their resting metabolic rate by low- 
ering their caloric load without producing any change 
in weight. 

Alternatively, preabsorptive ‘responses to the food 
consumed during binge eating are more likely to con- 
tribute to the higher thyroid hormone levels and resting 
metabolic rate in the binge eating phase. Acute food 
ingestion without absorption could increase metabolic 
rate by the known preabsorptive release of insulin (7), 
which leads to activation of the sympathetic nervous 
system (8). In support of this model is the finding that 
bulimic subjects show an exaggerated release of insulin 
(9) and catecholamines (10) during binge eating but glu- 
cose elevations that are similar to those seen in normal 
subjects after a large meal (9). Overfeeding is also 
known to activate the thyroid axis, which can in turn 
increase the metabolic rate (4), but whether this can oc- 
cur through preabsorptive mechanisms alone remains 
to be determined. In this regard, the finding that the 
change in resting metabolic rate with abstinence did not 
correlate with change in caloric intake is not too sur- 
prising, since the size and frequency of binges varied 
widely among the patients. 
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The Course of Psychological Symptoms 
After Resolution of Lawsuits 


Renée L. Binder, M.D., Michael R. Trimble, F.R.C.P., F.R.C.Psych., 
and Dale E. McNiel, Ph.D. 


The authors show that factors associated with a better psychological outcome after an 
accident and the resulting litigation include a longer time after resolution of the litigation, a 
shorter time between injury and resolution of the litigation, and less severe initial psycho- 


logical symptoms. 
(Am J Psychiatry 1991; 148:1073-1075) 


W e live in an increasingly litigious society, where 
victims of accidents bring lawsuits and often 


claim that they have suffered accident-related psycho-. 


logical symptoms. Psychiatrists are frequently asked by 
defense and plaintiff attorneys to evaluate accident vic- 
tims and determine the extent of psychological damage 
and the eventual prognosis of postaccident symptoms 
(1, 2). Nevertheless, there has been a paucity of fol- 
low-up studies on litigants, and the few existing studies 
have generally not used standardized assessment pro- 
cedures (2-5). 

In this article we report on a follow-up study of 
litigants that used standardized interviews and rating 
scales to assess current and past functioning and to 
determine accurate DSM-III-R diagnoses. The study 
focused on the following questions. 1) What is the 
course of postaccident psychological symptoms after 
resolution of a lawsuit? 2) What factors are associated 
with good and bad outcomes? 


METHOD 


All of the subjects had been evaluated by one of the 
authors (M.R.T.) in the course of lawsuits. Subjects 
were included if they 1) had been victims of industrial 
or motor vehicle accidents, 2) had instituted civil liti- 
gation that had been resolved by the time of the study, 
3) had complained of psychological symptoms result- 
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ing from the accidents during the course of the litiga- 
tion process, and 4) had valid addresses in their charts 
and therefore could be contacted. On the basis of these 
criteria, 25 potential subjects were contacted by letter 
and follow-up phone calls. Seven subjects could not be 
interviewed because they did not respond to the letter 
(N=2), were too busy "N=2), did not keep the ap- 
pointment for the interview (N=1), or felt it would be 
too traumatic (N=2). Eighteen (72%) gave informed 
consent and were interviewed. | 

Before being interviewed, each subject completed a 
general 90-item self-report symptom inventory, the 
SCL-90-R (6), and a 15-item self-report inventory of 
symptoms of posttraumétic stress disorder, the Impact 
of Event Scale (7). Both questionnaires were completed 
twice: for the past week and for the time that the sub- 
ject had the most symptoms. Then, to make an accu- 
rate DSM-III-R diagnosis, the interviewer (R.L.B.) 
conducted the Structured Clinical Interview for DSM- 
III-R—Nonpatient Version (8) with an additional 
posttraumatic stress disorder module. She also con- 
ducted the Mini-Mental State examination (9) for each 
patient to screen for cognitive deficits and completed 
the Global Assessment of Functioning Scale (GAF 
Scale) (DSM-III-R, p. 12) to measure overall psychi- 
atric impairment. 


RESULTS 


At the time of their interviews, the 18 subjects had 
a mean+SD age of 49.80+10.83 years (range=30—- 
68 years). Thirty-three percent (N=6) were female. 
Sixty-one percent (N=11) were married, and all were 
Caucasian. Sixty-seven percent (N=12} had worked 
as skilled or unskilled manual workers or clerical 
workers. Fifty-six percent (N=10) were currently em- 
ployed; all of these 10 had resumed employment be- 
fore settlement of their lawsuits. Only one subject had 
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TABLE 1. Pearson Correlations of 18 Plaintiffs’ Current Global Assessment of Functioning Scale Scores With Aspects of Their Clinical 


Histories and the Litigation Process 





Variable Mean 
SCL-90-R global severity index” 1.71 
Impact of Event Scale 

Avoidance subscale score 20.39 

Intrusion subscale score 26.56 
Years from injury to settlement 4.73 
Years from settlement to interview 2.45 
Years from injury to interview 7.18 


Correlation With Global 
' Assessment of Functioning 
Scale Score* 


SD Range r p 


0.81 0.48-3.12 —0.50 0.04 
11.72 0-40 ~0.60 0.01 
10.56 0-18 ~0.43 0.07 

1.81 2.23~8.68 0.50 0.03 

1.69 0.14-5.73 0.55 0.02 

2.28 2.41—11.30 0.01 n.s. 


2A negative correlation between the variable and this score means that as the variable (e.g., years from injury to settlement) increased, the score 
decreased. A positive score indicates the opposite tendency. Lower scores on the Global Assessment of Functioning Scale indicate more severe 


„overall psychiatric impairment, 


PRated for the period after the litigated injury during which symptoms were worst. Higher numbers indicate more severe symptoms. 


a history of a mental disorder before the accident (ma- 
jor depression). 

At the time of their accidents, 67% (N=12) of the 
subjects had mild physical injuries, and 33% (N=6) 
had severe physical irjuries (defined as being life 
threatening). The median damage award was $40,000 
(range=$0-$360,000). 

At the time of the research interviews, no subjects 
showed gross cognitive deficits, as indicated by their 
Mini-Mental State scores falling in the normal range 
(meantS$D=29,341.36, range=25—30). In addition, 
at the time of the interviews, the mean GAF Scale score 
was 75.0+13.17 (range=55—90), which indicates “some 
mild symptoms... or some difficulty in social, occu- 
pational, or school functioning . . . but generally func- 
tioning pretty well” (DSM-III-R, p. 12). 

We evaluated the course of psychological symptoms 
on the basis of changes in diagnosis, Impact of Event 
Scale scores, and SCL-90-R scores. After their acci- 
dents, 78% (N=14) of the patients had had episodes 
of one or more mental disorders, including major de- 
pression (N=11), posttraumatic stress disorder (N= 
10), alcohol abuse (N=2), conversion disorder (N=1), 
and panic disorder with agoraphobia (N=1). By the 
time of the research interviews, however, the propor- 
tion of the subjects with one or more mental disorders 
had decreased significantly to 44% (N=8) (Fisher’s 
exact test, p<0.02). When ratings for the worst period 
after the accident and for the past week were com- 
pared by means of single-sample t tests, there were 
significant decreases in scores on the Impact of Event 
avoidance subscale (t=—3.25, df=17, p<0.005) and 
intrusion subscale (t=—5.45, df=17, p<0.0002) and 
on the SCL-90-R global symptom index (t=-—5.71, 
df=17, p<0.0002). For 13 of the 18 subjects there was 
a decrease in symptoms on the avoidance subscale, for 
15 of the subjects there was a decrease on the intrusion 
subscale, and for 17 o the subjects there was a de- 
crease on the SCL-90-R global symptom index. Al- 
though all of the subjects were evaluated by psychia- 
trists during the course of litigation, only three subjects 
received ongoing psychiatric treatment. These ines 
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subjects had a current mean score of 58 (range=55—60) 
on the GAF Scale, which indicates moderate symptoms. 

We computed correlation coefficients between the 
subjects’ current level of overall psychiatric impair- 
ment (as indicated by the GAF Scale scores) and de- 
mographic variables, clinical history, and aspects of 
the litigation process. GAF Scale scores were not sig- 
nificantly correlated with age, gender, marital status, 
whether or not the subjects had returned to work, ex- 
tent of physical injury, amount of compensation 
awarded, or scores on the Mini-Mental State exami- 
nation. As shown in table 1, subjects who reported 
having had more severe symptoms after the injury, as 
indicated by the SCL-90-R global symptom index, the 
Impact of Event avoidance subscale, and (at the level 
of a trend) the Impact of Event intrusion subscale, had 
significantly more severe psychiatric impairment at the 
time of the research interviews. 

No significant correlations were found between 
GAF Scale score and the total number of years from 
the injury to the interview. However, there were sig- 
nificant correlations indicating that a shorter time be- 
tween the injury and the settlement was associated 
with less current psychiatric impairment and that a 
longer time from the settlement to the interview was 
also associated with less psychiatric impairment. 


DISCUSSION 


Although some subjects developed chronic psycho- 
logical problems after the injuries that resulted in liti- 
gation, for this sample of plaintiffs, follow-up after the 
settlement of litigation showed that most subjects 
eventually had substantial remission of psychological 
symptoms. 

This study suggests that factors associated with a 
better outcome of psychological symptoms after an ac- 
cident and the resulting litigation include a longer time 
after resolution of the litigation and a shorter time 
between injury and litigation. Although the correla- 
tional design of this study precludes causal inferences, 
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one hypothesis which could explain this result is that 
the stress of the litigation process itself maintains or 
exacerbates psychological symptoms. If the plaintiff 
has a shorter time to endure the stress of litigation, the 
outcome is better. In addition, as more time passes 
after litigation is finalized, the plaintiff has more time 
to recover from the psychological stress of the accident 
and the litigation. It is interesting that the important 
factor is not the amount of time after injury but, 
rather, the amount of time relative to the settlement of 
the lawsuit. To our knowledge, this is the first study to 
show this finding. 

Piaintiffs who had the most psychological symptoms 
after their injuries had the worst outcome on follow- 
up. Hence, severity of plaintiffs’ initial psychological 
symptoms appears to be a risk factor in terms of the 
likelihood of having a poor outcome. 

There are several potential limitations to this study, 
including small sample size, lack of a control group of 
accident victims who did not bring lawsuits (although 
in our litigious world, this group may be hard to find), 
and use of a cross-sectional assessment that relied on 
subjects’ recollections of symptom course. In addition, 
the subjects were recruited from one center in England. 
The results may not be generalizable to other groups of 
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litigants, but they are sufficiently promising to warrant 
further prospective studies with larger groups of plaintiffs. 
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ASPECTS OF PSYCHOANALYSIS 





The Multiplicity of Dreams: Memory, Imagination, and Con- 
sciousness, by Harry T. Hunt. New Haven, Conn., Yale Uni- 
versity Press, 1989, 262 pp., $27.50; $12.95 (paper). 


Judging from the number of books that have been published 
in the last 5 years, I think dreams are back in fashion. The list 
ranges from the serious, science-based works of neurophysi- 
ologists J. Allan Hobson (11 and Jonathan Winson (2) to the 
popular clinical psychology “how to” books of Gayle M.V. 
Delaney (3) and Jayne Gackenbach and Jane Bosveld (4). 
Harry Hunt’s book The Multiplicity of Dreams is like none of 
these. It does not offer a basic science approach to the mecha- 
nisms behind dreaming, nor does it offer a direct approach to 
their understanding and to the improvement of waking life 
based on this understanding, It is more a philosophy of dream- 
ing than a treatise on either zhe science or the art of dreaming. 

What Dr. Hunt offers is the sound reminder that dreams are 
infinitely varied experiences that cannot easily be described, 
let alone explained, by any one principle. Dr. Hunt takes the 
reader through a journey into previous theories of where and 
how dreams are organized and what they express; he offers a 
new way to make order out of their multiplicity. He proposes 
a three-dimensional diamond-shaped model: the vertical di- 
mension represents vividness, from realistic to nightmare; the 
horizontal dimension represents the degree of symbolic differ- 
entiation; and the depth dimension represents the complexity 
of the story structure and physical setting. These are the formal 
properties Dr. Hunt proposes for describing and ordering all 
dreams. He tells us that there are mundane dreams and fan- 
tastic, pressure-discharge dreams; dreams based on somatic 
states and illness; and dreams based on esthetically rich meta- 
phor, nightmares, and archetypal-mythological types. The 
many kinds of dreams may be open to many kinds of uses: 
embodying history and fictional narrative and generating 
metaphors from and for the dilemmas of waking life. “Any 
human situation, then, can be framed or taken as a metaphor 
for some other situation. Bat the closer we are to the direct 
living of a situation, the harder it is to turn around on and see 
it as a metaphor for something else” (p. 216). Dreams are a 
source of metaphor, illuminating and ordering “the teeming 
present” (p. 216). 

Hunt is not a lucid writer. His expression of meaning is as 
convoluted as a dream. We wait and hope for a clarifying 
breakthrough sentence or two, and sometimes it comes: 
“Dreaming may indeed be an Ur-form for some very funda- 
mental cognitive capacities, in particular the narrative story 
as sequential configuration fusing concordance and discor- 
dance, the transformation of one situation into an expression 
or metaphor for another, and the metaphysical questioning of 
the reality of our lives—the idea, known to all peoples in all 
times, that in some basic sense life és like a dream” (p. 214), 
That is as clear as it gets. 

Is the struggle to follow this writer’s search for order and 
meaning in the land of dreams worth it? It is a good antidote 
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to the oversimplification of much of the present writing flood- 
ing the market. It tells us that the mind at night is not an open 
book, easy to read and manipulate at will. Dreams are a com- 
plex area still in need of the respect and awe owed to other 
levels of human functioning. This book will not offer much 
help to the practicing psychotherapist, but it might stimulate 
a few to the hard work of serious exploration of this expres- 
sion of the mind. . 
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The Creative Process: A Functional Model Based on Empirical 
Studies From Early Childhood to Middle Age, by Gudmund 
J.W. Smith and Ingegerd M. Carlsson. Madison, Conn., In- 
ternational Universities Press, 244 pp., $35.00. 


The creative process may seem mysterious and totally out 
of reach, but Drs. Smith and Carlsson have found a compelling 
new inroad with their “percept-genesis” assessment approach. 

Our perceptions do not appear full-blown, the authors as- 
sert, but are the end result of a quick, complex subliminal 
process reflecting our individuality. Some patterns are more 
“creative” than others—showing “a generative or productive 
way of experiencing reality .... favored by open communi- 
cation between different levels of experience” (p. 5). Even our 
most “objective” perceptions are colored, they say, by person- 
ality, including defenses, and by previous levels of mental or- 
ganization and past experience. The percept-genesis model is 
compatible with dynamic theories such as psychoanalysis and 
with Piaget’s cognitive genetic structuralism. 

The percept-genesis method is designed to stretch out and 
dissect the perceptual “microprocess.” A research subject, 
shown an image flashed on a screen for a mere 0.01 second 
and then for increasingly longer times (the “straight” percept- 
genesis), reports what is seen in each case. The subject does 
not know it is the same image and may well give changing 
reports. For example, the subject may report “two vague fig- 
ures,” “a man threatening a child,” and “father threatening 
me” (at which point subthreshold anxiety and defenses lead 
to more conscious reconstructions of the image). After the 
image is recognized, it is then flashed on for shorter and 
shorter times (the “inverted” percept-genesis). The subject’s 
report may now remain fixed or may change to include new 
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or earlier interpretations (“two people dancing,” “a man 
threatening a child”). Among proposed indicators of creativ- 
ity, this changeability in the inverted percept-genesis is espe- 
cially important, indicating “alternative views of reality.” 
However, it is intermediate divergence that is tied most 
strongly to creativity—combining fanciful thought with ties 
to reality. (A comparison with psychotic perception would be 
interesting.) 

Using the percept-genesis assessment, the authors have ob- 
tained a diversity of fascinating findings, including 1) greater 
imaginativeness is linked to relaxed {as opposed to focused) 
attention, 2) there are distinct styles of scientific thinking, 3) 
creativity is enhanced by a slight sharpening of anxiety, 4) the 
contention that true creativity is not possible until after age 4 
is supported, 5) there are stages of greater and lesser creativity 
in later childhood and adolescence, 6) there are creative modes 
of managing aggressive material, and 7) there are patterns of 
psychological defense that facilitate or inhibit creativity. 

Tkis research approach shows innovative freshness and 
could open up many new avenues of investigation. However, 
the first question we must ask of any measure involves validity. 
The authors spend too little time on evidence that their per- 
cept-genesis assessment approximates the actual perceptual 
process; they refer readers elsewhere. Contrasts with conven- 
tional projective tests such as the Rorschach (also scorable for 
creativity) could also be useful. We also need more systematic 
demonstration that an aspect of “creativity” is being assessed. 
Some discussions seem to assume validity too readily. Empiri- 
cal evidence of validity is available throughout the book but 
is net collected and evaluated as such until a brief section at 
the end. This evidence includes correlations of percept-genesis 
measures with independent criteria for creativity in art, sci- 
ence, and humanities (concurrent validity) and association 
with variables suggested by hypotheses from the creativity lit- 
erature (construct validity). Many of the relevant studies also 
involve small samples. Future replications of this work will be 
important. 

This is not a book for casual reading. It is a serious and 
technically detailed series of research reports. The presenta- 
tion is at a fairly abstract level, and the frequent use of abbre- 
viations can be taxing. Nonetheless, this book represents an 
important contribution to the creativity literature. It is essen- 
tial reading for the serious student of creativity and a valuable 
resource for anyone who wants to know more about the crea- 
tive process. 


RUTH L. RICHARDS, M.D., PH.D. 
Belmont, Mass. 


The Middle Years: New Psychoanalytic Perspectives, edited 
by John M. Oldham and Robert S. Liebert. New Haven, 
Conn., Yale University Press, 1990, 331 pp., $30.00. 


The Middle Years contains the well-written, carefully edited 
reflections of a group of psychoanalysts contemplating both 
the many years between age 35 or 40 and old age and the 
present contentious time in the story of analysis itself, between 
its youth in this century and its future. 

The contentions spring from new views of women’s devel- 
opment, homosexuality, the centrality of childhood, and the 
emergence of selfhood, authenticity, and values as central top- 
ics in psychoanalysis. The last represents part of the growing 
existential influence, not only on analysis but on the culture 
at large, in which meaning challenges cause, values and aspi- 
rations challenge the preoccupation with wishes, and self chal- 
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lenges the structures hitherto dominating or-hodox thought. 
A desire to be comes to dispute the desire for objects. At last, 
the ego ideal as a leading factor in psychic life has its time in 
the sun. A concern with “psychic aliveness” is the principal 
form these developments take in the present book, especially 
the theme of coming to life or death in middle age. Such ideas 
still struggle to enter the systematics of analysis, despite the 
help of Winnicott. What is the true or authentic self? How is 
it recognized and achieved? The middle years raise these issues 
perhaps more poignantly than even adolescence does. 

The theme of coming to life in middle age is balanced by the 
need to come to terms with illusions, limitations, and death 
itself in the same period. For Elliot Jaques, whose work lies 
near the heart of this book, the central problem of middle age 
is the fact of death. Paradoxically, the fact cf death can set in 
motion a coming to terms that will sometimes be a coming to 
life in the face of death. 

The authors use many other models of lifelong change— 
Eriksonian stages and tasks, evolving defensive styles, the re- 
working of childhood themes, and the concept of successive 
individuations, the first in childhood, the second in adoles- 
cence, and the third in the middle years. Levinson’s dialectical 
view would have been a useful contrast to this theme of pro- 
gress, but it receives short shrift. The discussion of individu- 
ation also suffers from Jung’s continuing exile. 

I believe this book points toward the matuzation of psycho- 
analysis, when, for example, the worship of Freud recedes to 
the point that he remains a greatly creative figure but, like 
Newton, only a starting point for unpredictable develop- 
ments. My own guess is that psychoanalysis will lose its defi- 
nition by couch, hours, and even transference or interpretation 
to become the main contender with psychotherapy as the 
name for serious study and treatment by psychological means. 

Ogden Nash quipped, “Middle age is the time of life a man 
first notices in his wife.” Happily, The Middle Years will help 
move us beyond that point. 


LESTON L. HAVENS, M.D. 
Cambridge, Mass. 


The Mourning-Liberation Process, Vol. I, by George H. Pol- 
lock, M.D., Ph.D. Madison, Conn., International Universities 
Press, 1989, 397 pp., $50.00. 


The Mourning-Liberation Process, Vol. Hl, Gy George H. Pol- 
lock, M.D., Ph.D. Madison, Conn., International Universities 
Press, 1989, 320 pp., $37.50. 


This two-volume compilation of papers originally publish- 
ed between 1961 and 1986 represents Gearge Pollock’s 30- 
year inquiry into what he terms the “mcurning-liberation 
process.” A well-known psychoanalyst and past-president of 
APA, Dr. Pollock speaks with authority and clarity. Although 
his perspective is psychoanalytic, he draws impressively from 
history, cultural anthropology, ethology, biclogy, pk:ilosophy, 
theology, and literature to give proper weight to his monu- 
mental subject. There are approximately 500 references and 
a comprehensive index. 

Volume I is composed of three parts: Introduction, Anni- 
versaries and Time, and Aging. Its 16 charters present a vast 
amount of descriptive material related to loss and mourning 
interwoven with theoretical tenets and analyses, including 
many compelling clinical examples. Particular emphasis is 
placed on the impact of sibling loss and on the various mani- 
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festations of anniversary reactions, areas in which Dr. Pollock 
has made seminal contributions. 

Dr. Pollock's theoretical sensibilities appear to reflect a clas- 
sical ego psychological framework, but he necessarily empha- 
sizes those works of Freud, such as Mourning and Melancho- 
lia (1), which pertain to object relations and thus foreshadow 
more contemporary interpersonal and relationally informed 
psychoanalytic models (2). In this vein, he also makes fluent 
reference to the work of Melanie Klein, Jacobson, Mahler, 
Bowlby, and Kohut. 

It is difficult to summarize Dr. Pollock’s richly detailed con- 
structs, but, simply put, he offers that object loss initiates a 
multi-stage mourning process for which there is a spectrum of 
normal and pathological ourcomes. There may be resolution, 
potentially with great personal achievement; developmental 
arrest and/or fixation; or depression, melancholia, and possi- 
ble suicide. He wisely concludes that the specific nature of 
response to loss is a complex function of an individual’s age, 
state of ego development, previous experience, and ongoing 
interpersonal and social contexts. 

The second volume, focusing on the creative resolution of 
mourning, contains psychobiographical portraits of a variety 
of creative artists, social figures, and thinkers, including Lenin, 
Simon Bolivar, Gustav Mahler, Kathe Kollwitz, Jack Kerouac, 
James Barrie, Thomas De Quincey, H.H. Monro (Saki), 
George Orwell, Rudyard Kipling, Patrick White, Wilfred 
Bion, Bertha Pappenheimer (Anna O.), and Josef Breuer (in 
the context of treating Anna O.). These narratives are particu- 
larly inviting because of the eminence of their subjects and 
make for pleasurable reading and contemplation. 

Dr. Pollock’s prose is lucid; he writes to be readily under- 
stood and, for the most part, avoids undefined technical terms 
and obscure allusion. Psychiatric professionals will have 
greater familiarity with his theoretical underpinnings, but edu- 
cated lay readers will be comfortable as well. The text’s ency- 
clopedic quality, however, and the fact that the chapters were 
,originally autonomous papers create considerable redun- 
dancy. There are also numerous excursions—into the nature 
of theory, for example, and the psychoanalytic understanding 
of affects—that, although intriguing, appear somewhat gra- 
tuitous. 

Although this collection ccnvincingly demonstrates the cen- 
trality of loss and struggle for reparation to the human condi- 
tion and the ways in which character may crystallize around 
these experiences, a number of important issues are not 
critically digested. For examole, there is little attempt to deci- 
pher why one person may find creative liberation from loss, 
another may commit suicide. and yet another, as in the exam- 
ple of Sylvia Plath, may both create great art and end her life 
by suicide. Although Dr. Pollock makes it poignantly clear 
that loss and mourning have thematic resonance in creative 
achievement, his implication of causality is not well devel- 
oped, nor is there much critical discussion of the evaluations 
of this hypothesis by others (3). 

There is also a paucity of systematic empirical study. Dr. 
Pollock consistently provides analyses of anecdotal material 
that “ring true” but remain shrouded in mysterious authority. 
This is an ongoing dilemma in psychoanalytic scholarship (4). 
Empiricism per se should not be valued over interpretation, 
but the current work, despite Dr. Pollock’s invocation of “the 
canons of science,” often seems more impressionistic than in- 
terpretive. Similarly, the application of psychoanalytic theory 
to biography and literature has its own dangers—from reduc- 
tionism to frivolity—which the examples in these volumes 
risk, at times perilously. 
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Finally, there is little integration of the mourning-liberation 
process with contemporary clinical perspectives. Object rela- 
tions theory as it pertains to borderline pathology (5), includ- 
ing a growing literature on early loss in these patients, is not 
addressed. The relevance of posttraumatic stress disorder is 
mentioned only in passing, and Mardi Horowitz’s cognitive 
psychoanalytic approach to mourning (6), which comple- 
ments Dr. Pollock’s views, is not cited. 

Despite these criticisms, Dr. Pollock’s work affords a series 
of powerful lenses through which we can view a most pro- 
found aspect of human experience. Portions of the books will 
be valuable to clinicians as well as to individuals interested in 
applied psychoanalysis, the creative process, and the origins 
of cultural phenomena. Readers will be moved, perhaps 
hauntingly, to reflect on the enduring significance of loss in 
their own lives. 
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STRESS AND STRESS DISORDERS 


Too Scared to Cry: Psychic Trauma in Childhood, by Lenore 
Terr, M.D. New York, Harper &@ Row, 1990, 365 pp., 
$21.95. 


Lenore Terr has contributed perhaps more than any other 
single person to establishing the knowledge that childhood 
trauma exists, that it produces an enormous range of serious 
consequences in an almost endless array of forms, and that the 
treatment of these disorders ranges in efficacy from easy suc- 
cess to impossible. In the first chapter of Too Scared to Cry 
she notes the startling paucity of studies of childhood trauma, 
and she relates this to the lingering effects of Freud’s turn from 
the childhood seduction theory to the role of early fantasies 
in the genesis of neuroses. Despite isolated studies here and 
there, important as they were, very little research was done on 
the effects of childhood disaster before the 1970s. Thus, when 
Dr. Terr was invited to work with a group of 26 children who 
had been kidnapped and buried alive for 18 hours—the 
Chowchilla kidnapping of 1976—she felt, rightly, that she 
was in a unique position to pioneer an important scientific 
study. She performed that study, which included many inter- 
views with the children and their parents, the selection and 
study of a control group of nontraumatized children from 
nearby communities, and a 5-year follow-up on both groups. 
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Many of the extensive and fascinating findings were unex- 
pected, such as that 10 of the 25 children in the control group 
demonstrated clear signs of posttraumatic symptoms. This 
discovery underscores Dr. Terr’s belief that childhood trauma 
is not only far more damaging but also far more common than 
previously imagined and that for the most part ignorance and 
minimization of the problem prevails. Too Scared to Cry in- 
cludes extensive data from the Chowchilla study as well as 
accounts from the records of well over 200 other children and 
adults seen by Lenore Terr in consultation and treatment. In 
addition, she draws anecdotal material from the professional 
literature, popular books, movies, and the news media to fur- 
ther document her main theses. Much of this material is ab- 
solutely spellbinding, but in the end I felt slightly traumatized 
by the sheer mass and variety of information about childhood 
trauma and its consequences. The fact that Dr. Terr attempts 
in one book to address both lay and professional audiences 
adds further difficulty, since she shifts her voice from simple 
explanations in a warmly personal manner to technical and 
theoretical discussions. Obviously the book’s value as source 
material is both enhanced and limited by the volume of anec- 
dotal material—enhanced by the variety and limited by the 
brevity of most clinical accounts. 

Dr. Terr has approached the daunting task of organizing 
her data by dividing it into four clinical aspects of response to 
childhood trauma: the emotions, the mental work, behavioral 
manifestations, and treatment. According to her schema, the 
emotions of childhood trauma are terror, rage, denial, numb- 
ing, grief, shame, and guilt. The mental work includes misper- 
ceptions, distortions of time, remembrances, school and fan- 
tasy work, and repetitive dreams. The induced behaviors are 
revealed in play and reenactment. The range of symptoms and 
character disorders that she attributes to childhood trauma is 
virtually limitless, and so it follows that a full range of thera- 
pies is required to treat those psychopathologies. And so, in 
the end, we are back at the beginning, but now with a great 
many details. 

The body of Dr. Terr’s work forms a major contribution to 
establishing the crucial importance of real life events in the 
genesis of psychopathology, thereby correcting some of the 
effects engendered by classical psychoanalysis, which contin- 
ues to downplay the importance of external reality. However, 
in emphasizing this point so exclusively she may have allowed 
the pendulum to swing a bit far in the opposite direction. Most 
of her clinical material allows little opportunity to discover 
the ways in which preexisting psychodynamics have shaped 
the response to the traumatic event. Her studies almost exclu- 
sively take trauma as the point of departure, and thus the pres- 
entations of clinical material sometimes seem two dimen- 
sional. Still, the reader cannot but be deeply impressed with 
the author’s commitment and that she has made an enduring 
contribution to her subject. This book has the ingredients of 
a classic, and it might have achieved that status more securely 
had the author reached less broadly and more deeply. 


JUSTIN SIMON, M.D. 
Berkeley, Calif. 


Surviving Trauma: Loss, Literature, and Psychoanalysis, by 
David Aberbach. New Haven, Conn., Yale University Press, 
1990, 173 pp., $22.50. 


In Hebrew there is an elegant, elusive word for which no 
English equivalent exists: chesedh. It is the highest level of 
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mercy, empathy, and insight there is. It allows us to get inside 
the skin of the other, see the world with the other’s view. 

David Aberbach is an associate professor in the Department 
of Jewish Studies at McGill University. He studied literature 
at the University of Londen and Oxford and psychotherapy 
at the Tavistock Clinic in London. Very carefully and artfully, 
he weaves a tapestry from the strands of the lives of artists, 
philosophers, and charismatic people. He lists among those 
who lost a parent or parents before they were 3 years old Poe, 
who lost his mother and father; Pascal, who lost his mother; 
Burber, who lost his mother; St. John of the Cross, who lost 
his father; Neruda, who lest his mother; Sartre, who lost his 
father; Descartes, who lost his mother; Jonathan Swift, who 
lost his father; Tolstoy, who lost his mother; Dante, who lost 
his mother; Rossean, who lost his mother; and Clare, who lost 
his twin sister. 

Aberbach also lists those who lost a parent after they were 
3 years old (the oldest was 18 years old): Sister Teresa lost her 
mother, psychiatrist Richard Maurice Burke lost his mother 
and father, Bialik lost his mother, Wordsworth lost his 
mother, Masefield lost his mother, Darwin lost his mother, 
Coleridge lost his father, Keats lost his father, Williar Cowper 
lost his mother, Rimband lost his father, Spinoza lost his 
mother, Sylvia Plath lost her father, Nietzsche lost his father, 
D.H. Lawrence lost his father, Jiddu Krisnamurti lost his 
mother, Hitler lost his mother, and Winston Churchill lost 
both parents. 

Humbly qualifying his generalizations and theories by say- 
ing that there may indeed be a lot of holes in his thinking, 
Aberbach nonetheless succeeds in establishing his credibility 
when he talks about the divergent routes these individuals 
took in the face of loss. The paradigm sh:fts become very 
clear—almost dramatically so as one patiently wades through 
the enormous amount of cata he presents to make kis case. 

We are treated to a riveting explanation, for instance, of 
why Churchill and Hitler, wha started out with the same 
losses, parental rejections, and fascination with violence and 
war; the same artistic bent (painting); both guided by instinct 
rather than by reason; “both inherently unstable and prone to 
despotism and megalomania”; both good orators who tended 
to dominate their listeners; both “idealized their mothers”; 
and “both needed an enemy,” ended up at opposite ends of 
the ideological and military fronts. 

I was spellbound by the catholicity of Aberbach’s tastes and 
references. His sections on Krisnamurti, John Lennon, and 
Marilyn Monroe show a lot of insight into such divergent 
personalities spanning different generations. 

To therapists who truly enjoy psychotherapy, this book is 
a must. To “scientists” bound to the biological tunnel, this 
book will be a bust. Alas, it will be their loss. 


TRUCE T. ORDONA, M.D. 
Davenport, Iowa 


Stressors and the Adjustment Disorders, edited by Joseph D. 
Noshpitz and R. Dean Coddington. New York, N.Y, John 
Wiley & Sons, 1990, 660 pp., $69.95. 


Noshpitz and Coddington undertook an Herculean task to 
edit a volume that would deal with the universe of stressors 
and the adjustment disorders. This volume is an offspring of 
an APA Task Force on Treatments of Psychiatric Disorders, 
which had its own report (1). One of the goals of Stressors 
and the Adjustment Disorders is to emphasize stress and its 
relationship to behavior, -ncluding the adjustment disorders. 
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The editors state, “The present work is not a research enter- 
prise: It is rather an attempt to make a clinical statement about 
the sources of stress, the forms of stress response, and the 
current array of treatment possibilities” (p. xiv). Another 
stated purpose of the book is to heighten mental health care 
workers’ awareness of distress and to offer suggestions on 
how best to alleviate the pain accompanying stress-related dis- 
orders. However, the editcrs have difficulty accomplishing 
their task because the breadth of presentations offered. Their 
number reduces the volume to a “how to” primer, with the 
exception of a few chapters. In its attempt to be encyclopedic, 
the book by necessity reviews topics such as psychotherapy 
with minimal depth and insufficient development to move be- 
yond an introductory presentation. 

In addition, the concept and construct of the adjustment 
disorders, so clearly articulated in the introduction, are given 
minimal discussion. The editors admit their dilemma: “De- 
spite the frequency with which they are diagnosed and treated, 
very little has been written about these disorders” (p. 535). 
Authors were hard to find, and the editors acknowledge, “So 
we offer a less than complete account of the condition and 
some of its variants . . . we are by no means content with this 
state of affairs, but until additional literature develops, we 
must confine ourselves to what is available” (p. 536). In a 
nutshell this is the problem of the volume: its title is a promise 
unfulfilled. 

The linkage between stressors and the adjustment disorders 
is the very definition of this group of disorders: a maladapta- 
tion to a stressor that should remit in 6 months when either 
the stressor has diminished or the patient has reached a new 
level of adaptation and coping. However, this is also one of 
the most problematic diagnoses in all of DSM-III-R. There is 
nc symptom profile or checklist, and no operational criteria 
exist to quantify the stressor or the maladaptation. In addi- 
ticn, although there is a “ceiling” on the diagnosis (i.e., the 
major disorders that do have specificied symptoms necessary 
to qualify for diagnosis), the “entry level” criteria are vague, 
not operationally defined, and leave confusion among this 
subthreshold disorder, the problem-level diagnoses {V codes}, 
and normal behavior. However, this conceptual dilemma is 
not addressed, nor are the important contributions of An- 
dreasen et al. (2, 3) and Fabrega et al. (4), which offer data- 
based studies of the adjustment disorders, discussed. 

On the other hand, in tke first chapter, “The Nature of 
Stress: Problems of Measurement,” Andrew Skodol, Bruce 
Dohrenwend, Bruce Link, and Patrick Shrout present in great 
detail the dilemmas confronting stress researchers and the cur- 
rent impediments to reliable and valid measurement. They 
also carefully consider the difficulties with the assessment of 
stress on axis IV of DSM-III-R. The rationale for including in 
DSM-III an axis for assessing psychosocial stressors was to 
try to add predictive validity to the axis I diagnosis. It was 
assumed that an individual’s prognosis might be better if a 
disorder developed from severe stress rather than after no 
stress or minimal stress. 

Skodol et al. point out that the stress on axis IV was to be 
based on the clinician’s judgment of the stress that a theoreti- 
cally “average” person would experience under similar cir- 
cumstances and not on the reaction of a particular person who 
might be especially vulnerab_e. Assessment was to include the 
amount of change that resulted from the stressor, the degree 
to which the event was desired and under the individual’s con- 
trol, and the summed effect of the stressors if they occurred 
jointly. It was assumed that the stressor would have occurred 
in the year preceding the development or exacerbation of the 
mental disorder but allowed noting and rating of stressors that 


1080 


occurred before that time. Each statement posed a difficulty 
in operationalization and posed interesting and (in some cases) 
unanswered theoretical questions about stress measurement. 
The judgment of the etiological significance of the stressor was 
a major problem for rating axis IV. Problems in assessment 
include the following: 1) DSM-HI does not rate events which 
occurred but were judged not to “have been a contributor to 
the development or exacerbation of the current disorder.” 2) 
Etiological judgment leads to error because the clinician often 
cannot know the meaning of the relationship at the time of 
the assessment; this meaning may become clear only over time. 
3) The severity rating should “reflect the summed effect of all 
the psychosocial stressors that are listed.” 4) Life event stress- 
ors are different from chronic stresses, such as unemployment 
and being a single parent, which are actually ongoing social 
situations. 

Current stress researchers would see these two domains as 
quite different. DSM-III gave no guidelines for the second 
category but mainly used life event examples. Therefore, 
DSM-III-R devised separate rating ‘scales with examples of 
each type of stressor for adults and for children and adoles- 
cents. Skodol et al. state that etiological significance was also 
clarified: 1) the development of a new mental disorder, 2) the 
recurrence of a previous mental disorder, or 3) the exacerba- 
tion of an already existing mental disorder—all in attempt to 
reduce overlooked stressors. They quote DSM-III-R: “When 
more than one stressor is present, the severity rating will gen- 
erally be that of the most severe stressor . . . . In the case of 
multiple severe or extreme stressors, a higher. rating should be 
considered” (pp. 8-9). “Minimal” was removed as clinically 
insignificant. It is unclear whether DSM-III-R is any better: it 
is based on empirical evidence, but some find it overly com- 
plex, while others predict it will confuse clinicians and inhibit 
research. 

Skodol et al. state that to know when a particular event is 
stressful one needs to know several dimensions and measure 
them separately: 1) independence of occurrence of events, 2) 
desirability of changes, 3) amount of change, 4) control over 
the occurrence of the event, and 5) other—whether the event 
leads to physical exhaustion, is life threatening, or involves 
altruism. And these must be factored by knowing event cate- 
gories called “normative ratings.” Finally, Skodol et al. de- 
scribe a stress-pathogenic triad: 1) fateful loss events, 2) events 
that exhaust the individual physically, and 3) events that are 
likely to disrupt social supports. This combination may ap- 
proximate stress conditions of extreme situations, and the 

“pathogenic triad” stresses are probably more important than 
measuring all stresses. 

This important chapter, which takes up the entire first sec- 
tion of the book, sets the stage and provides a basis for the 
papers that follow. It emphasizes the inherent defect in the 
diagnosis of a disorder that requires the assessment of stress 
and whether it is etiologically related to psychosocial outcome 
or malfunction. This suggested assessment is too complex for 
most clinicians to apply and is still being examined in a re- 
search setting. 

In section two, Types of Stressors, the volume moves to 
specific entities and clinical applications. It takes up in a series 
of chapters object loss, parental divorce, illness, accidents, 
pain, developmental stresses, natural disasters, fire, rape and 
spouse beating, other forms ‘of violence, child abuse, assault 
by fellow citizens, military action, prej judice and exclusion, 
being accused of malfeasance, new environments, loss of an 
ideal, and economic trauma. The common denominator 
through all these chapters is the issue of a stressor. 
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In section three the issue of vulnerability to stress is dis- 
cussed, “Pathogenesis of the Adjustment Disorders: Vulner- 
abilities Due to Temperamental Factors” by Stella Chess and 
“Stress, Neuroendocrine Patterns, and Emotional Response” 
by James Henry are both scholarly treatises similar to the 
chapter on stress measurement and offer important back- 
ground for understanding the vulnerability to coping. 

Section four describes a collage of protective factors against 
stress, including ego strengths, family support, religion, peer 
groups, culture, and society. 

Alshough section five deals more specifically with the ad- 
justment disorder syndrome, it includes a chapter entitled 
“Adjustment Reactions: The Psychotic Syndrome” by Sher- 
man Feinstein, Randy Kettering, and Martin Harrow. It 
would seem that adjustment reaction is being used here in a 
different manner than adjustment disorder, which by defini- 
tion is not a psychotic state but most closely related to the 
former category of neurotic mood disorders. Thomas Webster 
has an important contribution on stress and retardation. 

The final section, Prevention and Intervention, is again 
characterized by trying to cover enormous ground. Psycho- 
therapy, interpretation, transference, group, family, individ- 
ual, child, self-help, behavioral, cognitive, crisis, and pharma- 
cotherapy are all touched on, so that one ends up with a listing 
and, according to the editors, “no unique treatment for the 
adjustment disorders” (p. 587). 

In conclusion, the important topic of this volume has very 
uneven coverage, not uncommon in multiauthored texts. The 
basic issues of stress and vulnerability are “must” reading for 
the mental health practitioner attempting to understand 
stressors and adjustment disorders. The concept of adjustment 
disorder itself and seminal studies have not been sufficiently 
incorporated. The remainder of the book is an important com- 
pendium of the multitude of stressors in the universe that con- 
front the human being, and it provides a “how to” catalog to 
manage the human response—both prevention and treat- 
ment—to avoid chronic disability. 
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EATING DISORDERS 


The Eating Disorders: Medical and Psychological Bases of Di- 
agnosis and Treatment, edited by Barton J. Blinder, M.D., 
Ph.D., Barry F. Chaitin, M.D., and Renée S. Goldstein, Ph.D. 
New York, PMA Publishing Corp., 1988, 481 pp., $95.00. 


Judging from the number of books published each year on 


eating disorders, one might think that research endeavors had 
made giant steps toward illuminating these curious afflictions, 
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but this is actually not so. Nonetheless, new data have been 
steadily accumulating as a result of new developments in in- 
vestigative methods, in drug treatment, and in basic science 
research. This publication incorporates some of these new per- 
spectives and thus brings us a step closer to the true nature of 
these disorders. 

The book is dedicated to two eminent euthorities, Hilde 
Bruch, whose writings have become classics in the field but 
unfortunately seem rarely read or quoted anymore, and Albert 
Stunkard, whose work on obesity is well acknowledged and 
who is cited as Dr. Blinder’s mentor. 

The volume consists of 43 chapters written by basic scien- 
tists, nutrition researchers, and clinicians. It is divided into 
three main sections. The editors attempt to cover a great deal 
of territory, an ambition that is both a strength and a draw- 
back. For example, the book opens with an excellent section 
on basic studies in appetite regulation. Comprehensive re- 
views describe neurotransmitter and peptide hormone regula- 
tion of eating and appetite written by John Morley, Allan 
Levine, and Dean Krahn, the complexities of operationalizing 
the eating process written by John Blundell and Andrew Hill, 
two chapters on food preferences and palatability by Barbara 
Rolls and Marion Hetherington and by Adam Drewnoski, and 
an interesting treatise on the long-term history of the human 
diet by Glynn Isaac and Jeanne Sept that shows the tremen- 
dous variability in food consumption and that any nutritive, 
nontoxic substance at one time or another has served as food 
for Hominidae and humans. David Margules’s explanatory 
clarity in his chapter on the different opioid zeceptors regulat- 
ing energy conservation and expenditure, m:gration, hiberna- 
tion, and breeding is admirable. 

On the other hand, the multiauthor coverage of the clinical 
aspects of eating disorders leads to some duplication. Ano- 
rexia nervosa in older women, for instance, is discussed sev- 
eral times. The six chapters reviewing eating or appetite dis- 
turbances in affective disorders, schizophrenia, cancer, and 
the menstrual cycle appear disconnected fron their respective 
syndromal psychopathology and without < clinically mean- 
ingful link to the eating disorders. 

For the careful reader of the phenomenology, the question 
arises whether anorexia ne-vosa is actually an eating disorder. 
The papers in this book show us that the answer may hardly 
matter, because eating is more and more conceived as but one 
event in a chain of many that contribute to the body’s energy 
conservation and expenditure. Body weight constitutes the 
visible counterpart of the body’s energy hcmeostasis. In the 
eating disorders, other influences, such as the culture, personal 
taste, social expectations and attitudes, and emotional and 
family problems, disproportionately affect the quality, the 
kind, the quantity, and the circumstances of food consump- 
tion. These chapters demonstrate how far away we are from 
understanding the mechanisms guiding even normal eating. 

A good deal of the material in the clinica: section might be 
familiar, but the chapters are very readable and several are 
prepared with true diligence. An epidemiologic issue raised 
repeatedly is whether the clinically apparent greater preva- 
lence of anorexia nervosa is due to an increased incidence or 
is an artifact resulting from an increase in the number of 
chronically ill patients. Leichner and Gertler document that 
both factors probably play a role. Meerman et al. underscore 
how much body image is influenced by the individual’s emo- 
tional state. Even normal women, sensitive to cultural expec- 
tations, tend to overestimete their body size. 

Commendably, the book includes up-to-date reviews of 
pica and rumination, a carefully conceptualized description of 
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the status of eating disorders in infancy and early childhood 
by Joseph Woolston, and a comprehensive synthesis of the 
literature on childhood and prepubertal anorexia nervosa by 
I. Lee Gislason. I highly recommend this part to pediatricians. 
' The third section refers to different treatments in use for 
eating disorders. In practice, treatment consumes an inordi- 
nate amount of the time and energy of patients and therapists, 
yet the process resists description. This book reserves a mere 
15% of its pages to summarize treatment. From Katherine 
Dixon’s fine overview of group psychotherapy it becomes 
clear that patients with eatirg disorders rarely receive only one 
kind of treatment; most are involved in several modalities si- 
multaneously. Here the editors take the traditional approach 
and assemble nutritional counselling, behavioral techniques, 
psychoanalytic-psychotherzpeutic treatment, family therapy, 
pharmacotherapy, and self-help in separate chapters as if these 
were alternatives. Albeit expertly written, the presentations 
leave a gulf between information about each option and 
knowing how to integrate each into an effective treatment 
plan. 

Allin all, the book will be appreciated as a valuable resource 
by students, psychiatrists, and pediatricians interested in eat- 
ing disorders. It compresses a great deal of the pertinent basic 
science and clinical knowledge into one volume, is amply ref- 
erenced, and thus can prove helpful as a quick source of ref- 
erence. 


REGINA C. CASPER, M.D. 
Chicago, Ill. 


Males With Eating Disorders, edited by Arnold E. Andersen. 
New York, Brunner/Mazel, 1990, 288 pp., $29.95. 


Arnold Andersen is Associate Professor of Psychiatry and 
Behavioral Sciences and Director of the Eating and Weight 
Disorders Clinic of The Johns Hopkins Medical Institutions 
in Baltimore. Under his firm direction, a group of investigators 
and clinicians have been -rought together to present their 
studies on men and boys with eating disorders. 

The didactic intent is the multimodal assessment of eating 
disorders, focusing on the understanding of the condition as 
an abnormality of motivated behavior rather than a single 
mechanistic explanation in terms of biological, psychody- 
namic, or social etiology. To quote Andersen, the hypothesis 
he uses to describe the mechanism underlying eating disorders 
may be stated as follows: “Anorexia nervosa and bulimia ner- 
vosa are examples of behavior disorders, specifically disorders 
of motivated behavior, all cf which have as their uniting fea- 
ture a common, underlying mechanism of operant (instrumen- 
tal) behavioral conditioning which underlies the stepwise pro- 
gression of these illnesses through a characteristic and 
predictable set of stages. This mechanism is not further reduc- 
ible to a more basic abnormality of biochemistry or neural 
structure, and is not understandable, on the other hand, by 
reference to more complex systems of integration, such as the 
family unit or society in general. All behavioral disorders may 
be best understood by reference to a specific, unifying, nonre- 
ducible, behavioral mechanism described by Skinner.” Dr. 
Andersen goes on to use this structured approach to provide 
a staging of the disorders and a mechanism for interventions 
that he finds to be highly successful. 

The sexual difference in the prevalence of eating disorders 
is remarkable. The rate amcng males is approximately 1% of 
that among females. This difference may be understood in 
terms of the female experience of fatness as inseparable from 
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her sexuality whereas, for the male, obesity i is associated with 
aggression. 

For the male, concerns about the body shape seem to cluster 
around looking masculine rather than wishing to be thin. Ac- 
cording to most researchers, there is very little difference in 
the illness in males and females and there is no indication that 
there is an enduring gender identity disturbance in the male 
with anorexia nervosa. 

A relationship exits between anorexia nervosa and bulimia 
nervosa in that these syndromes may be considered points 
along a continuous spectrum of illness rather than separate 
unrelated entities. A person who goes on to become bulimic 
instead of anorexic is more often impulsive, feels the psycho- 
logical distress of hunger more intensely, is less tolerant of 
continued psychological distress of any kind, and is more 
likely to have a personality disorder (DSM-III-R borderline, 
narcissistic, or histrionic). In anorexia nervosa, however, the 
sensitive, obsessional, Poreconiene, avoidant individual is 
more often seen (1). 

Diagnostic assessment and treatment incorporate a multi- 
modal format that is fairly well accepted in treatment pro- 
grams, converging in important aspects with the addictive 
model. The use of the operant hypothesis seems to unite in one 
explanatory mechanism a better understanding of the multi- 
modal treatment approach. 

In summary, this volume contributes greatly to the literature 
on eating disorders. The focus on eating disorders in males 
enhances our understanding of the illness as a disease rather 
than a syndrome or symptom complex. Biological, social, and 
intrapsychic factors contribute to its presentation, but An- 
dersen makes a strong case for understanding it as he presents 
it—a disorder of motivated behavior. 
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Bulimia Nervosa, by James E. Mitchell, M.D. Minneapolis, 
University of Minnesota Press, 1990, 168 pp., $25.00. 


In this excellent summary, Dr. Mitchell describes details of 
a comprehensive assessment of bulimia nervosa, including a 
systematic survey of symptoms of bulimic behavior; medical 
complications, and comorbidity problems. The chapter on 
medical complications and medical management is particu- 
larly cogent.and likely to be useful even to clinicians experi- 
enced in treating eating disorders. The chapter describing the 
psychobiology of bulimia nervosa is less clear: the serotonin 
hypothesis of the etiology of bulimia is well described, but the 
hypothesis implicating norepinephrine in the genesis of bu- 
limia is not as well explained. In the second half of the book, 
aspects of treatment are described with a heavy emphasis on 
cognitive-behavioral techniques. The final chapter, “Treat- 
ment Techniques,” gives specific guidelines with step-by-step 
procedures for implementing psychoeducational, behavioral, 
and cognitive-behavioral strategies.. The following steps are 
included: an overview of the program, meal planning, identi- 
fying bulimic behavior, commitment to change, overview of 
bulimia nervosa, cues and consequences, responses, restruc- 
turing thoughts, cues and chains, body image, and relapse pre- 
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vention. These specific guidelines for individual or group out- 
patient treatment of bulimia derive from the author’s exten- 
sive pioneering experiences in cognitive-behavioral tech- 
niques. The chapter on the psychopharmacology of bulimia 
nervosa describes the general usefulness of the antidepressants 
in reducing, but not eliminating, bulimic behavior. The possi- 
ble usefulness of family therapy or individual insight-oriented 
psychotherapy is given very little attention. Throughout the 
book, there is variability in style and in the apparent intended 
audience; for example, in one section, an elementary descrip- 
tion of placebo control subjects is given (quite suitable for a 
lay audience), but in another chapter, intricate details of neu- 
rotransmitter systems are provided, suitable for a very special- 
ized kiobehavioral audience. 

In general, however, this is a valuable book, likely to be 
particularly helpful to mental health professionals planning to 
undertake treatment of patients with bulimia nervosa. 


PAULINE S. POWERS, M.D. 
Tampa, Fla. 


NEUROSES AND DISORDERS OF PERSONALITY 


Classification of Neurosis, by Peter Tyrer, M.D., M.R.C.P., 
F.R.C.Psych. New York, John Wiley & Sons, 195 pp., $49.50. 


This book is a terse but detailed overview of the “neuroses” 
that is satisfying from both the clinical and scientific point of 
view. Dr. Tyrer does exactly what I hoped someone would do: 
he reviews and discusses the background and reasons for new 
classifications of psychiatric disorders that exclude the term 
“neurosis” and presents the relevant literature about those 
disorders which were once called “neurotic.” Dr. Tyrer also 
sticks his scientist-clinician neck out by clearly stating, “My 
viewpoint is that of a clinician ... the concept of neurosis is 
a good one for clinical practice [that] when stripped of its 
redundant trimmings still informs and describes better than 
any of its replacements” (p. xii). 

The entire book is exceptionally well organized and clearly 
written. Chapters are devoted to each of the following: panic 
and generalized anxiety disorders, phobic and obsessional dis- 
orders, depressive disorders, somatoform and dissociative dis- 
orders, and stress and adjustment disorders. Nearly 400 ref- 
erences are provided. DSM-III-R and ICD-10, chapter I, 
categories F00-F99, are reviewed, compared, and discussed. 
Case histories of each diagnostic classification are given fol- 
lowed by a critique of each diagnosis regarding its clarity, its 
overlap with other disorders, its stability based on outcome 
measures, and implications of the classification for treatment. 

Based on his review of the literature and his clinical sensi- 
bility Dr. Tyrer makes many pithy observations that should 
pique the reader’s interest or elicit outrage. “Panic is an im- 
portant symptom but not an exceptional one, and its classifi- 
cation has jumbled the anxiety disorders in a way that has 
stimulated research but only created puzzlement in the average 
clinician” (p. 41). “Confusion is rife over the diagnosis of ago- 
raphobia with panic ... it is not a good diagnosis, and clini- 
cians should not be allowed to suffer its contradictions for 
much longer” (p. 63). Discussing depressions with milder 
symptoms (i.e., excluding melancholia, severe depressive epi- 
sode, and delusional depression), he says, “Neither pharma- 
cological nor psychological dissection of treatment has been 
useful in identifying or confirming the division of anxiety and 
depressive disorders that remains a fundamental part of the 
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classification of neurosis” (pp. 85-86). Regarding the classi- 
fication of the somatoform and dissociazive disorders. he ob- 
serves that “the notion of ‘unconscious purpose’ has been 
avoided because it cannot be measurec and fails all the re- 
quirements of an atheoretical descriptive-system . . . the deter- 
mination to keep out the unconscious is et times only achieved 
by linguistic tortuosity” (p. 88). “Their relegation to an atheo- 
retical system of classification has stultified -ather than en- 
lightened their status” (p. 109). 

In the concluding chapter he reviews tne caxses of difficulty 
in diagnosing the “neurotic” disorders as listed in DSM-III-R 
and ICD-10 and presents a proposal for a diagnostic category 
of “general neurotic syndrome.” He is modest, orderly, and 
thoughtful in his proposal. 

This book is recommended only for experienced clinicians, 
graduate students, and researchers, not for medical students 
or undergraduates. It provides a stimulating and provocative 
overview of the literature of “neurosis” and the use of the 
concept of “neurosis” in the classizicaticn of mental disorders. 
It reminds clinicians to trust their experiznce in the day-to-day 
care of patients, assures us that all is not known or ~esolved 
about patients and their illnesses, and bzings the focus of clas- 
sification back to the patient. Psychiatry is still an exciting and 
evolving discipline in which our patients do not cooperate by 
complying with the criteria in DSM-HI-R and ICD-10. 


TERRY A. TRAVIS, M.D., M.S.ED. 
Springfield, Ill. 


Obsessive-Compulsive Disorders: Theery and Management, 
2nd ed., by Michael A. Jenike, M.D., Lee Baer, Ph.D., and 
William E. Minichiello, Ed.D. Chicago, Yecr Book Medical 
Publishers, 1990, 425 pp., $45.95. 


This is the second edition of a very useful volume originally 
published in 1986. For this edition, the editors have updated 
the chapters and expanded the book from 11 chapters to 24, 
reflecting the burgeoning knowledge of these hitherto under- 
researched disorders. The book has bee reo-ganized into four 
general sections: Clinical Picture; Possinle Causes and Assess- 
ment; Treatment; and Patient and Clinic Management. The 
aim of the editors has been to create a1 up-to-date, accurate, 
and comprehensive review of obsessive-compulsive disorder 
and related syndromes. On all accounts, the editors have suc- 
ceeded, 

The editors have also succeeded in essembling a fine group 
of authors, expert in their respective azeas af research on ob- 
sessive-compulsive disorders. Steven Rasmussen has written a 
comprehensive and useful chapter on the epidemiology and 
clinical features, Susan Swedo, Henrietta Leonard, and Judith 
Rapoport provide a chapter (and date fror: the National In- 
stitute of Mental Health) on childhood-ons2t obsessive-com- 
pulsive disorders, Thomas Insel and “ames Winslow discuss 
neurobiology, Wayne Goodman and Law-zence Price review 
rating scales, and Lewis Baxter and h s colleagues contribute 
a chapter on neuroimaging. These selected chapters clearly 
show the richness of this volume. 

The book is never mundane or boring. Where else could I 
learn about compulsive face-picking and urinary obsessions 
(chapter 4)? Where else could I learn about obsessive-compul- 
sive disorders in pregnancy and childbirth (chapter 7)? More 
seriously, the book is not voyeuristic; it is simply comprehen- 
sive. 

Treatment and management are given considerable atten- 
tion. There are seven chapters describing various forms of 
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treatments for the disorder and three chapters describing clini- 
cal management. Although many books about other disorders 
provide scant information about treatment other than a hack- 
neyed recommendation to combine medication with psycho- 
therapy, this book is very specific. Lee Baer and William 
Minichiello not only review behavior therapy but portray the 
nitty-gritty of treatment in clinical case examples. Unlike 
many books that fail to acknowledge that not all patients re- 
spond, Michael Jenike actually provides a chapter on predic- 
tors of treatment failure (chapter 20). 

The editors include a useful appendix in which the OCD 
Foundation and self-help g-oups are described. They also pro- 
vide an appendix giving patient information. Several rating 
scales for obsessive-compulsive disorders and related disor- 
ders are included in another appendix. 

Technically, the book is of high quality. The editing is good 
and typographical errors and misspelling are rare. There are 
excellent illustrations, including some color illustrations of 
positron emission tomography (PET) scan findings. The tables 
are useful and the referencing is thorough. 

This book will prove to be useful to general psychiatrists 
who wish to have more information on obsessive-compulsive 
disorder, an illness that seems to have recently come out of the 
closet. It will be of particular interest to those who specialize 
in treating these patients and in researching these conditions, 
I strongly recommend it. 


DONALD W. BLACK, M.D. 
Iowa City, Iowa 


The Fate of Borderline Patients: Successful Outcome and Psy- 
chiatric Practice, by Michael H. Stone. New York, Guilford 
Press, 1990, 357 pp., $36.55. 


So unusual is this book, so monumental the task under- 
taken, that one is constrained to search for parallels. The at- 
tempt by Hollingshead and Redlich to determine both the 
range of normal and the meaning of illness in the entirety of 
a specific population (1) comes to mind. So unusual is the 
author himself that I began to think about the great natural- 
ists, like Louis Agassiz, who spent their lives describing in me- 
ticulous detail what most of us ignore. 

Michael Stone, whose extensive previous work on the bor- 
derline syndrome makes him eminently qualified for this natu- 
ralistic study, has constructed a life chart for every patient 
treated for more than 3 months on the General Clinical Service 
of the New York State Psychiatric Institute between 1963 and 
1976. Of the 550 such patients, Dr. Stone was able to trace 
511. Stone himself reviewed each chart, spoke with the thera- 
pists involved, and contacted the former patients and/or their 
families. For each of these people we now know the family 
constellation within which their illness occurred, what it was 
about them that required professional attention, how they in- 
teracted with peers and therapists, the treatment strategies 
used, what they were like when they left the hospital, and what 
became of them subsequently. All of these data, assembled 
during a 2-year stretch of time, were then subjected to rigorous 
statistical analysis. 

Ranging in age from 13 tc 39 years (gender distribution at 
parity), the most common diagnostic categories were schizo- 
phrenia and schizophreniform illnesses, a variety of conditions 
primarily involving disorders of mood, and the borderline per- 
sonality disorders for which the study was taken on. Prime 
among the characteristics permitting entry into this latter cate- 
gory were such symptoms as impulsivity, hostility, moodiness, 
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and the tendency to form turbulent interpersonal relation- 
ships. 

All of us have worked in therapy with such patients. Among 
these particular patients with borderline personality disorder, 
however, are some of the most difficult and treacherous treat- 
ment cases imaginable. All were handled by methods thought 
at the time to be state-of-the-art: psychoanalytic psychother- 
apy, psychopharmacology where indicated, family interven- 
tion where possible, group and milieu therapy on the unit it- 
self. Central to both the therapeutic unit and the book is the 
theoretical system of Kernberg (2). What happened to these 
patients may well deserve recognition as the definitive story 
of this particular syndrome as it is understood in our era. 

First of all, these are potentially lethal illnesses. One in 10 
of the patients committed suicide, a figure held down to that 
level by prompt and occasionally inspired medical treatment. 
Factors increasing the likelihood of a morbid outcome in- 
cluded alcoholism, a history of parental brutality and incest, 
and the tendency toward feeling shame. Factors increasing the 
likelihood of a favorable outcome included a tendency toward 
the obsessional rather than the histrionic personality, a will- 
ingness to become involved with self-help groups like Alco- 
holics Anonymous, genius or some remarkable talent, and (at 
least for the women) a degree of personal attractiveness that 
fostered the support and interest of others despite whatever 
difficulties such attention may have: caused in the past. 

What kind of treatment was most likely to help? The ad- 
mitted bias of the therapists in this study was heavily weighted 
in favor of psychoanalytic technique. In this system, one uses 
“optimal frustration” to induce the expression of hidden con- 
flict; the overwhelming majority of patients experienced thera- 
pist silence as inappropriate and occasionally noxious. “Sup- 
portive therapy,” that much maligned and often derogated set 
of attitudes within which the emotional comfort of the patient 
is valued highly, was much more often associated by the pa- 
tient with favorable outcome. Stone calculates that only 14%- 
33% of hospitalized patients with borderline personality dis- 
order might benefit from an “expressive” style of treatment; 
therapist warmth and empathy shone out everywhere as pre- 
dictors of success. 

We therapists have other forms of bias that masquerade as 
clinical intuition; Stone is merciless in his analysis of “coun- 
terintuitive results.” Homosexuality, for instance, regarded 
with considerable societal and therapist scorn in the early 
years of this study, bears no relation to degree of illness or 
probability of cure. Therapist style and theoretical leanings 
aside, the patient with borderline personality disorder must at 
all costs be protected during the most severe periods of dys- 
function because the most significant variable is time. “Given 
enough time,” says the author, “about two out of three hos- 
pitalized patients with borderline personality disorder . . . will 
get better” (p. 282). Those who never abused substances im- 
proved more rapidly. The period during which suicide is of 
greatest concern is that between ages 20 and 30. Patients who 
survive into their 40s demonstrate a significant reduction in 
the brittleness that fostered their inclusion into the borderline 
personality disorder category, even though they remain al- 
ways likely to respond chaotically to major life stresses. 

Should you read this book? It is like no other psychiatric 
text you have ever seen. For reasons. of personal style, Stone 
favors the use of initials as labels for clinical conditions (BPD, 
SZ, SA, etc.), and it takes a while to catch on to his conven- 
tions. The book is full of numbers, graphs, diagrams, charts, 
and other visual aids uncommon in our field. Just as you resign 
yourself to a period of arid numerology, he drops in a couple 
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of sentences in prose so gifted one suspects he has also written 
a novel. And the numerous clinical vignettes are also beauti- 
fully crafted. The Fate of Borderline Patients is one of those 
rare kooks which are as honest as they are frustrating—it does 
not all come out right at the end. My own personal opinion is 
that Kernberg’s system is nearing the end of its period of clini- 
cal utility, soon to be replaced by one more attentive to the 
nature of affect. But this remarkable book will make you think 
about the nature of the borderline syndrome. It may even 
change the way you treat your own patients. 
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Multiple Personality Disorder: Diagnosis, Clinical Features, 
and Treatment, by Colin A. Ross, M.D. New York, John 
Wiley & Sons, 1989, 369 pp., $45.00. 


This book was apparently written by Dr. Ross in order to 
summarize progress in the field of dissociative disorders. It 
seems he wishes to do this for two reasons. The first is to help 
the field develop by organizing the available empirical data 
and the second is to provide some guidance to clinicians. There 
is some difficulty with the first objective. The first reason is 
that the field has relatively little empirical support at the 
present time. Dr. Ross deals with this by giving his own opin- 
ions when the thin empirical data run out. We find, for exam- 
ple, that he believes that all multiple personality disorders are 
caused by early childhood trauma, that the disorder is wide- 
spread and underreported, and that all borderline personality 
disorder is an epiphenomenon of multiple personality disor- 
der. He places multiple personality disorder at the top of a 
diagnostic hierarchy in which it also supersedes the diagnoses 
of eating disorders, substance abuse, depression, and panic 
disorder (p. 143). He admits that his ideas are at variance with 
most psychiatrists, psychoanalysts, psychological researchers, 
feminists, biological researchers, and other groups. 

A second problem in Dr. Ross’s objective to summarize the 
field is his writing style. This takes two forms. The first is that 


BOOK FORUM 


instead of giving a complete summary review of everyone’s 
opinion or writings in an area and then synthesizing them 
toward his opinion, he cites where the reader can find the other 
opinions and then talks extensively about his own. Readers 
who are not already familiar with the field cannot always tell 
where his opinion fits into the overall scheme of work in the 
area. The second problem is that his writing style is, for lack 
of a better word, a bit dissociated. Chapters do not always 
flow neatly into chapters, pages do not always flow neatly into 
the following pages, and at times paragraphs do not flow eas- 
ily in the following paragraphs. The book could have been 
much improved by better editing. 

The book consists of three parts—A History of Multiple 
Personality Disorder, Diagnosis and Clinical Features of Mul- 
tiple Personality Disorder, and Treatment of Multiple Person- 
ality Disorder. The first section is divided into two chapters: 
“The History Prior to and Including Freud” and “Freud to the 
Present.” (Dr. Ross feels that Freud made major mistakes in 
this area but is still to be respected for his clinical descriptive 
expertise.) The second section deals with such issues as etiol- 
ogy, diagnostic criteria, clinical features, standardized meas- 
urement, comorbidity, and the relationship of multiple per- 
sonality disorder to nonclinical dissociation. Dr. Ross’s two 
key criteria for multiple personality disorder (although he lists 
others) are the existence or two or more distinct personalities 
that share dominance at different times. The personality that 
is dominant at the time determines the individual’s behavior. 
The third section deals with treatment outcome and principles 
and techniques of treatment. In this section Dr. Ross takes the 
position that multiple personality disorder is, at best, a totally 
resolvable condition; the patient can eventually be returned to 
the community without further contact with mental health 
professionals. He describes the treatment as short-term ther- 
apy going on for a long period of time. Although in certain 
parts of the book Dr. Ross seems to disavow hypnotic tech- 
niques, his treatment descriptions seem to include them (you 
do not have to formally induce a trance to use hypnotic or 
strategic psychotherapies). 

The problem with this book seems to be that it was written 
too early. In a few years, when the empirical evidence Dr. Ross 
respects has accumulated a bit more depth, this type of book 
would be of more interest. 


JAMES REICH, M.D., M.P.H. 
Brookline, Mass. 


Reprints of Book Forum reviews are not available. 
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Prevalence of Substance Abuse in Psychiatric Patients 


Sm: Alcoholism and other forms of substance abuse are 
among the most common psychiatric disorders in the general 
population. Prevalence studies show that substance abuse oc- 
curs at rates similar to those of anxiety and affective disorders, 
the two other very commen psychiatric disorders (1). 

However, substance abuse is not easily detected. In general 
medicine, substance abuse occurs frequently and is frequently 
missed (2). Since there is such a high rate of missed diagnosis, 
it is useful to know how often substance abuse occurs in the 
patients we see. I would like to report on a survey of substance 
abuse in a psychiatric population. 

As a resident, I did a rotation in an outpatient psychiatry 
department that functioned as the community mental health 
center for a catchment area which included a small city as well 
as suburban and rural areas. One of the resident’s duties was 
to do two initial evaluatiors of new patients each week. The 
patients were assigned randomly by the intake workers. Sev- 
eral patients were also referred by our department’s social 
workers for medication evaluation or by residents graduating 
from the program. The policy of the clinic was not to treat 
primary substance abuse disorders but to refer them to other 
community agencies. : 

During 6 months on this rotation, I saw a total of 78 indi- 
vidual patients. Because of the random nature of patient as- 
signment, I consider this a representative sample of the pa- 
tients treated in this clinic. 

On reviewing these 78 patients, I found that 31 (40%) had 
diagnoses of substance abuse. All but one of these patients 
abused alcohol, although several abused other drugs as well. 
An additional 26 (33%) of the patients did not have substance 
abuse disorders but were either spouses or children of sub- 
stance abusers. Again, almost all cases involved alcohol. 

None of the 31 substance-abusing patients presented with 
a complaint of substance abuse; they initially presented with 
other psychiatric complaints. All of them received other psy- 
chiatric diagnoses, although substance abuse was often the 
primary disorder. 

These findings are consistent with three previous reports. 
Vaillant (3) reported an outpatient community mental health 
center survey which found that 40% of the patients abused 
alcohol, although only 2% had a diagnosis of alcoholism. At 
a Colorado psychiatric hospital, 40% of consecutive admis- 
sions to a short-term inpatient unit were related to drug or 
alcohol abuse (4). The third report was from a general hospital 
psychiatry unit, where the Michigan Alcoholism Screening 
Test was administered to consecutively admitted inpatients; 
42% were found to have alcoholism, although only 4% had 
been given that diagnosis (5). 

It appears that alcohol and other substance abuse disorders 
are very common in general psychiatric populations. The three 
reports I have cited and my own observations reported here 
suggest a rate of approximately 40%. This raises the possibil- 
ity that reports of considerably lower rates could be the result 
of the diagnosis going undetected. These findings highlight the 
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need for careful screening of all psychiatric patients for sub- 
stance abuse. 
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Divalproex in Posttraumatic Stress Disorder 


Sm: A number of medications have been reported in research 
studies or in case reports to be partly effective in the treatment 
of posttraumatic stress disorder (PTSD). These include anti- 
depressants, phenelzine, benzodiazepines, lithium, antipsy- 
chotics, and monoamine oxidase inhibitors (1). Although 
some of these reports have noted reduction of the irritability 
associated with PTSD (2), there has been little written about 
medicating patients with PTSD and intermittent explosive dis- 
order, except for the report of Wolf et al. (3) that car- 
bamazepine reduces their aggression. These patients are diffi- 
cult to treat with drugs because of their potential for abusing 
medication, combining medication with alcohol, or refusing 
the blood tests or the diet associated with some of the medi- 
cations; thus, there is a need to have alternative drug treat- 
ments available. We chose divalproex because of its ability to 
reduce agitation and irritability in patients with affective dis- 
orders (4). It also requires fewer blood tests during its use than 
lithium does. We report for the first time the successful use of 
divalproex in two patients with PTSD and intermittent explo- 
sive disorder without a current affective disorder. 


Mr. A had been honorably discharged from the army in 
1972 at the age of 19, following a year of infantry combat 
in Vietnam. Since that time he had been irritable and hyper- 
alert, experienced flashbacks and intrusive thoughts of the 
combat he had seen, and spent much time alone in the 
woods. He was considered by the Veterans Administration 
to be 100% disabled by PTSD. There was no history of 
seizures or head trauma leading to unconsciousness. Alco- 
hol and marijuana abuse occurred episodically throughout 
the course of his illness and was associated with physical 
violence against his girlfriend or other people. Violence also 
occurred while he was sober. Between 1984 and 1988, trials 
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of medication were unsuccessful; they included doxepin, 
buspirone, thioridazine, alprazolam, and chlorpromazine. 
Lithium carbonate, 300 mg t.i.d., led to moderate improve- 
ment, but he refused to continue taking it because he “felt 
weird.” Diazepam helped slightly. 

In 1989 Mr. A was given divalproex, which was gradu- 
ally increased to 250 mg q.i.d. For the 6 months he took 
divalproex he had no temper outbursts and noted a marked 
reduction of irritability. His total score on the Brief Psychi- 
atric Rating Scale (5) changed from 46 before he took di- 
valproex to 30 afterward. He refused to have his blood lev- 
els of the drug checked. On some days he took more than 
prescribed, complained of blurred vision and gastric upset, 
and stopped the medication. Then he was given car- 
bamazepine, 200 mg t.i.d., for 2 months. The result was a 
reduction of symptoms similar to that seen with divalproex. 
However, he stopped taking it, citing blurred vision and 
ataxia, and was lost to follow-up. An EEG while he was 
taking divalproex showed no abnormalities. 


Mr. B had been in infantry combat in Vietnam for a year. 
He described the following symptoms since his honorable 
discharge in 1972 at the age of 19: irritability, decreased 
sleep, nightmares, flashbacks, and paranoia. He had' no 
friends and seldom spoke to anyone. Alcohol abuse was 
episodic, and he had many fights while intoxicated or sober. 
In 1986 he shot at his car and also wounded another person. 
There was no history of seizures or head trauma leading to 
unconsciousness. 

Between 1986 (his first psychiatric evaluation) and 1987 
he was given nortriptyline, 100 mg b.i.d., or desipramine, 
150 mg h.s., but neither helped. Unlike Mr. A (who was 
never diagnosed as having major depression), he was twice 
diagnosed as having major depression with PTSD during 
that time. In October 1987 his diagnosis was changed to 
PTSD and intermittent explosive disorder without major 
depression, and he was started on carbamazepine, 200 mg 
b.i.d., without any improvement. He failed to keep sub- 
sequent appointments, during which a dose increase had 
been planned. In December 1987 he was started on dival- 
proex, which was gradually increased to 500 mg t.i.d. To 
help with sleep, he was also given amitriptyline, 50 mg h.s. 
He subsequently reported a prominent decrease in irritabil- 
ity and improvement in mood. The improvement was main- 
tained for 2 months, but then he ceased coming to the clinic. 
No EEG was done. 


We are struck by the usefulness of divalproex in these two 
patients, particularly for irritability or aggression. We suggest 
that a research trial of the efficacy of divalproex in patients 
with PTSD and intermittent explosive disorder be undertaken. 
In this population, it also remains to be determined whether 
the success rate of the drug would be higher than that of lith- 
ium, propranolol, or carbamazepine, all of which have been 
reported to reduce aggression (2, 3). i 
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e Quality and Clomipramine Treatment in 


Sir: In DSM-IJJ-R one of the major criteria for posttrau- 
matic stress disorder (PTSD) is that the traumatic event is per- 
sistently reexperienced. The intrusive and compelling quality 
of traumatic repetitions in PTSD has been described in the 
literature (1). Recently, it has been demonstrated that clomi- 
pramine is successful in the treatment of depression, obsessive- 
compulsive disorders (2), and behaviors that are undesirable 
but subjectively compelling, such as trichotillomania (3). On 
the basis of these findings, my associates and I thought it was 
reasonable to assume that clomipramine should improve the 
intrusive and compelling symptoms and the frequent coexist- 
ing depression in PTSD. 

We used clomipramine to treat seven Vietnam veterans with 
PTSD who were inpatients. The Impact of Event Scale (4) and 
the Yale-Brown Obsessive Compulsive Scale (5) were used to 
quantify the severity of intrusions and the obsessive quality in 
these patients before and after clomipramine treatment. On 
admission, their meantSD score on the Yale-Brown obsession 
subscale was 16.00+43.87 (full obsession score=20). The mean 
score on intrusions on the Impact of Event Scale was 
18.43+2.44 (full intrusion score=21). 

All of the patients were receiving clomipramine, 100-150 
mg/day; these doses were reached within 5 days after the initial 
smaller doses. On discharge, the mean scores were 6.57+4.31 
for obsessions and 12.14+6.20 for intrusions. The meantSD 
number of medication days was 10.57+2.70. The correlation 
between the improvements in obsession and intrusion scores 
was 0.83 (p<0.01). Among the seven patients, only one failed 
to show improvement in his obsession and intrusion scores. 

The findings in this report suggest 1) that the intrusive 
symptoms in PTSD are of an intense obsessive quality and 2) 
that these symptoms respond well to clomipramine treatment. 
On admission, all of the patients had severe intrusive symp- 
toms and viewed these intrusions as uncontrollable, irresist- 
ible, extremely distressful, and severely interfering with their 
functioning. After clomipramine treatment, six of the seven 
patients showed marked improvement in their intrusive and 
obsessive symptoms. 

Although in this report clomipramine seems promising for 
treatment of PTSD, the possibility of spontaneous remission 
and placebo effects should be considered. A large-scale, dou- 
ble-blind study is needed to prove the effect of clomipramine 
on PTSD. 
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DSM-III-R Criteria for Cocaine Disorders 


Sm: We have been impressed by the discrepancy between 
our clinical observations of cocaine abusers and the DSM-III- 
R criteria for cocaine disorders. Perspiration or chills, nausea 
or vomiting, and tactile or visual hallucinations are listed as 
three of the possible signs of cocaine intoxication (305.60). 
Formication (the delusion of bugs under the skin) is listed as 
an associated feature of cocaine delusional disorder (292.11), 
and it is stated that this may linger for a week or more. 

In our combined experience with over 300 cocaine-depend- 
ent individuals admitted for rehabilitation, none was observed 
to manifest or report perspiration, chills, nausea, or vomiting. 
Tactile hallucinations of bugs in the skin were reported by only 
one individual, and this perception was present only during 
intoxication. It did not persist after the “crash” phase. The 
classic text by Maier, Der Kokainismus (1), refers to formica- 
tion (eponymously known as “Magnan’s symptom”) as “a 
relatively rare occurrence” (p. 98). l 

Interestingly, the DSM-IH-R criteria for amphetamine in- 
toxication, withdrawal, and delusional disorders are virtually 
identical to the corresponding cocaine diagnoses. The only 
difference between the two is the absence of “visual or tactile 
hallucinations” from the criteria for amphetamine intoxica- 
tion. This omission is particularly notable because visual hal- 
lucinations have been described in the literature on naturally 
occurring and experimentally induced amphetamine intoxica- 
tion (2). Conversely, nausez, rarely reported in cocaine abus- 
ers, is not an infrequent side effect of d-amphetamine and 
methylphenidate (3). Further, while cocaine paranoia is tran- 
sient in otherwise healthy individuals, amphetamine psycho- 
ses have persisted for weeks after cessation of amphetamine 
use in nonpsychiatric patients (4). 

In addition to the phenomenologic differences, there is evi- 
dence that the two stimulant drugs are pharmacologically dis- 
tinct. Both cocaine and amphetamine block dopamine reup- 
take into the presynaptic terminal, but only amphetamine 
amplifies presynaptic dopamine release. Also, in rodents, re- 
serpine antagonizes the effect of cocaine but not ampheta- 
mine, suggesting that different pools of dopamine are involved 
in mediating their respective effects. Finally, in the clinical 
laboratory, intravenous cocaine, but not amphetamine, inter- 
feres with the acquisition of new information, increasing error 
rates without affecting overall response rate (5). 

It appears that the DSM-HI-R cocaine diagnoses are based 
on clinical phenomena more accurately associated with am- 
phetamine use. We suggest a reconsideration of the diagnostic 
criteria for cocaine use disorders—one that reflects charac- 
teristics more specific to this drug of abuse. 
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A Severe Allergic Reaction to Mianserin 


Sir: Recently, Leibovitch et al. reported a case of a severe 
facial edema and glossitis associated with mianserin (1). We 
wish to report another case of cutaneous allergic reaction to 
mianserin. 


Ms. A, a 39-year-old woman, had had several acute psy- 
chotic episodes in the past. She was once again admitted to 
the psychiatric emergency ward for an acute psychotic epi- 
sode. At her arrival, she was not taking any medication, 
either medical or psychiatric. Results of a physical exami- 
nation were normal except for a major traumatic hematoma 
of the right thigh. Biological tests that were performed 
(blood count, sedimentation rate, liver tests) were within 
normal limits: polymorphonuclear eosinophils=13x107/i- 
ter; AST=8 Ufliter (normal <35); ALT=13 U/liter (normal 
<45). CT scan of the brain revealed no abnormality. The 
antipsychotic therapy instituted (oral chlorpromazine, 300 
mg/day) allowed retrocession of the most prominent psy- 
chotic features during the first week. 

The persistence of depressive symptoms required the ad- 
dition of 90 mg/day of mianserin. Five days later, Ms. A 
received hyaluronidase, 500 TU/day i.m., for treatment of 
the hematoma. Within 48 hours, a pruriginous maculo- 
papular exanthema developed over her limbs and trunk. 
Hyaluronidase was immediately stopped. However, the 
eruption remained, and 5 days later, Ms. A awoke with a 
massive facial edema that interfered with the opening of her 
eyes. The edema was painless. There was neither dyspnea 
nor fever, At that point, her WBC count was 1230x107/liter 
with 8% eosinophils (98x107/liter), and there was a slight 
liver cytolysis (AST=34 U/liter; ALT=56 U/liter). There was 
no proteinuria. 

Chlorpromazine and mianserin were then withdrawn, 
and corticotherapy (prednisone, 25 mg the first 2 days, fol- 
lowed by progressive reductions of 5 mg/day) was admin- 
istered for 6 days. Dermatologic manifestations resumed in 
72 hours. 

To demonstrate that mianserin was responsible for Ms. 
A’s symptoms, we decided to perform a reintroduction trial 
a few days later. The patient received 60 mg of mianserin 
at bedtime, and 2 hours afterward severe pruritus awakened 
her, and a macular exanthema over her limbs and trunk was 
noted. She did not sleep anymore that night. Biological tests 
then revealed a marked increase in total WBC count 
(1930x107/liter), among which 29% (560 x107/liter) were 
eosinophils, Hepatic cytolysis was also greater (AST=69 
Ufliter; ALT=125 Ufliter). 


This allergic reaction to mianserin was characterized by a 
maculopapular exanthema with voluminous facial edema as- 
sociated with prominent eosinophilia and mild liver cytolysis. 
It can be attributed to mianserin because of the rapid reap- 
pearance of cutaneous manifestations 2 hours after the rein- 
troduction of the drug. Mianserin is a first-choice antidepres- 
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sant drug for the elderly, because it is devoid of anticholinergic 
and cardiotoxic effects, and for psychotic patients, because of 
its sedative profile. However, we must keep in mind the po- 
tentially lethal agranulocytosis, the occasional cholestatic 
jaundice, and the allergic effects. 
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Bruxism and Sexual Abuse 


Sir: Bruxism, or the habitual clenching and grinding of the 
teeth, constitutes a significant source of periodontal disease 
and is a poorly understood disorder. Considering the rela- 
tively high incidence of this disorder (5%~-20%) (1), it is sur- 
prising that it has received so little attention, particularly 
among psychiatrists. Although the literature is replete with 
references to bruxism, its pathogenesis remains unclear. Sev- 
eral theories of etiology have been suggested, including or- 
ganic (2, 3), mechanical (3), and psychological (4). 

We wish to report on bruxism among a series of five patients 
in our psychotherapy practices. All were women who had 
been the victims of incest. The perpetrators included immedi- 
ate family members such as a father and more distant relatives 
such as a cousin. This observation seems particularly relevant, 
since individuals with histories of sexual abuse can develop a 
wide spectrum of both psychiatric and physiological signs and 
symptoms (5). In a review of the English-language literature, 
we were unable to find any references to bruxism associated 
with sexual abuse among women. 

Although these cases represent a small, uncontrolled sam- 
ple, we wish to alert clinicians to the possibility that bruxism 
may be associated with sexual abuse. A more comprehensive 
study of these phenomena would be helpful in determining 
their validity as well as an effective treatment. We would be 
interested in knowing whether our colleagues have encoun- 
tered a similar association. 
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Fluoxetine in Autism 
Sr: Autism is a severe childhood neuropsychiatric disorder 


in which many of the affected individuals have pronounced 
rituelistic behavior and poorly tolerate changes in routine (1). 
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The serotonin reuptake inhibitor fluoxetine decreases obses- 
sive thoughts and compulsive behaviors in both obsessive- 
compulsive disorder (2) and major depressive disorder (3). I 
report here on the treatment with fluoxetine of four individu- 
als with autistic disorder (DSM-III-R, 299.00) who had pro- 
nounced perseverative or ritualistic behaviors. All four were 
Caucasian, medication free, and living at home. 


Anne was a 13-year-old girl of normal intelligence who 
spent several hours each evening in a bedtime routine of ar- 
ranging, touching, and sniffing objects. She was started and 
maintained on a regimen of 20 mg/day of fluoxetine for 16 
months. The rituals were completely eliminated by 6 weeks. 


Bob was an 11-year-old boy of normal intelligence who 
insisted on listening to the games of the local baseball team 
on the radio. When the team lost he would have severe tan- 
trums, A long losing streak brought him to the clinic, where 
it was noted that he had marked hand flapping and finger 
flicking and poor tolerance of changes in routine. After 2 
weeks of taking 20 mg/day of fluoxetine, he could listen to 
ballgames without having tantrums (although the team 
wasn’t any better). There was little change in stereotypies. 
These improvements have continued for 16 months. 


Carl was a 19-year-old patient of borderline intelligence 
who had marked perseveration of grooming and writing 
activities, frequent flapping of his arms and hands, and 
swaying of his head. When his perseverative behaviors were 
interrupted, he would have aggressive outbursts. Fiuox- 
etine, 20 mg/day, decreased the frequency of his stereotypies 
and temper outbursts by about half within 4 weeks. These 
improvements have continued for 14 months. 


Don was an 8-year-old boy of normal intelligence with 
marked perseveration and touching and sniffing behaviors 
who was referred for frequent temper outbursts, Fluoxetine, 
up to 30 mg/day, produced no benefit. The drug was dis- 
continued without difficulty. 


These cases suggest that fluoxetine may be useful in the man- 
agement of certain problematic behaviors in autism. Three of 
the four patients treated with fluoxetine showed marked im- 
provements in ritualistic behaviors or increased tolerance of 
changes in routine. There were variable effects on motor stereo- 
typies. None showed improvements in language or cognitive or 
social functioning. None of the four had any adverse side effects 
or weight loss. These conclusions are tentative because of the 
small number of cases. It is tempting to speculate that the action 
of fluoxetine may be related to its effects on serotonergic abnor- 
malities (4) in autistic individuals. 
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Treatment of Cancer Phobia With Fluoxetine 


Sr: To our knowledge there has been no report on the use 
of fluoxetine in the treatment of hypochondriasis. We report 
here a case in which the pacient did not respond to other forms 
of treatment but improved significantly with fluoxetine. 


Ms. A, a woman with three children, sought treatment at 
age 43 for severe “cancer phobia” that had been present 
since age 26 but had become incapacitating for a year. Her 
mind was preoccupied with ego-syntonic, intrusive fears 
that she or her family members might have cancer. The fears 
were accentuated by minor health problems or skin blem- 
ishes. If her gynecologist told her after a vaginal examina- 
tion that there was no evidence of cancer, she would be 
relieved for only a few minutes and would soon become 
preoccupied with the fear that she had a brain tumor. She 
did not have other phobias, obsessive-compulsive symp- 
toms, or major depression. 

After lack of response to 20 months of behaviorally ori- 
ented psychotherapy, Ms. A was started on a regimen of 
fluoxetine, 20 mg/day p.2., while the psychotherapy contin- 
ued. After 6 weeks, the fluoxetine dose was increased to 20 
mg b.i.d. Within 2 weeks after that, she noted significant 
improvement characterized by considerable lessening in the 
frequency, duration, and intensity of thoughts of illness. 
Fluoxetine was discontinued 3 months later, as she had 
missed her menstrual period for 3 months. 

A month later her menstrual period returned. However, 
her cancer phobia returned 2 months after she had discon- 
tinued fluoxetine. Treatment with buspirone, 10 mg t.i.d., 
for 7 weeks was not helpful. Three months of treatment 
with desipramine, 150 mg/day (blood level=135 ng/ml), 
also did not help and was associated with very uncomfort- 
able side effects of abdominal bloating, dry mouth, and 
blurred vision. Two months after discontinuing desipra- 
mine, Ms. A was again placed on a regimen of fluoxetine, 
20 mg/day, for 4 weeks, without any improvement. The 
dose of fluoxetine was increased to 20 mg b.i.d., and after 
2 weeks the patient begar. noticing significant improvement, 
just as in the first trial. She rated herself as “much im- 
proved” and had continued to maintain this improvement 
at 14-month follow-up. She has had regular monthly men- 
strual periods while continuing to take fluoxetine. 


Our patient’s symptoms rit the DSM-III-R diagnostic crite- 
ria for hypochondriasis. Generalized anxiety disorder and ob- 
sessive-compulsive disorder are ruled out because her exces- 
sive worry was confined to fear of cancer, she did not 
experience her fear as senseless, and she did not try to suppress 
or neutralize it. However, there are similarities between ob- 
sessions and hypochondriacal preoccupations in that both are 
characterized by recurrent and persistent thoughts of an intru- 
sive nature. Since serotonergic antidepressants have been 
found effective in the treatment of obsessive-compulsive dis- 
order (1, 2), it is conceivable that they may also be efficacious 
in the treatment of hypochendriasis. The experience with this 
case suggests that fluoxetire deserves further exploration in 
the treatment of this difficult-to-treat disorder. 
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RAMASWAMY VISWANATHAN, M.D., D.SC. 
.CHERYL PARADIS, PSY.D. 
Brooklyn, N.Y. 


Preoccupation With Suicide in Patients Treated With Fluox- 
etne i 


Sr: Martin H. Teicher, M.D., Ph.D., and associates (1) dis- 
cussed several possible explanations for the suicidal thoughts 
of their patients treated with fluoxetine. However, one possi- 
ble explanation was not discussed. Four of their patients had 
features of possible limbic system dysfunction. In their case 3 
(a pleomorphic clinical presentation with symptoms of depres- 
sion, bulimia, agoraphobia, and dissociation), EEG was not 
reported for the patient. In case 4 (major depression, alcohol 
abuse, and borderline personality disorder), the patient expe- 
rienced dissociative symptoms while taking fluoxetine. EEG 
was not reported for this patient. In case 5 (major depression, 
borderline personality disorder, and temporal lobe epilepsy), 
the patient was receiving carbamazepine and clonazepam. She 
also developed prominent dissociative symptoms while taking 
fluoxetine. EEG results were not given. In case 6 (bipolar dis- 
order and multiple personality disorder), there was an “ab- 
normal EEG.” This patient was also taking carbamazepine 
and also experienced dissociative features while taking fluox- 
etine. 

No indication of temporal lobe dysfunction was given in the 
histories of cases 1 and 2, Neither ofthese patients experienced 
dissociative symptoms while taking fluoxetine or before. 

Borderline personality disorder (2), a pleomorphic clinical 
presentation (3), multiple personality (4), and dissociative 
symptoms (5) are known to be associated with limbic system 
dysfunction in many instances. One of the authors’ patients 
actually had the diagnosis of temporal lobe epilepsy, and an- 
other had an abnormal EEG and was being treated with car- 
bamazepine. There have been difficulties—not necessarily 
caused by fluoxetine—in the two patients with temporal lobe 
dysfunction that we have treated with fluoxetine. Suicidal 
ideation increased in a patient with temporal lobe seizures, 
and she began having rage attacks for the first time. The other 
patient, who had multiple personality disorder, tried to hang 
herself while in the hospital. Both of the patients had suicidal 
ideation prior to fluoxetine therapy. 

We suggest that if fluoxetine actually causes obsessive-like, 
violent thoughts of suicide (and we believe this remains doubt- 
ful), they will occur in patients with some form of limbic sys- 
tem dysfunction. Fluoxetine may cause a paradoxical reaction 
in this group, since a low serotonin level has been associated 
with these features. Perhaps caution should be observed when 
prescribing fluoxetine to this group of patients until further 
data are obtained. | 

We would also like to request that Dr. Teicher and his col- 
leagues reevaluate cases 1 and 2 to see whether any symptoms 
or signs of limbic system dysfunction were present. 
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JOHN DOWNS, M.D. 
JULIE WARD, M.S. 
RICHARD FARMER, M.D. 
Memphis, Tenn. 


Dr. Teicher and Associates Reply 


Sir: Dr. Downs and colleagues raise an interesting point 
regarding the possibility that patients with “limbic system dys- 
function” may be at increased risk of responding paradoxi- 
cally to fluoxetine. We have carefully reviewed the neuropsy- 
chiatric data available on our six reported cases and find 
evidence of neurological abnormalities in five patients, which 
appears to support this hypothesis. 

Case 1. This patient had an abnormal waking EEG because 
of occasional shifting, bitemporal, dysrhythmic sharp theta 
activity. On magnetic resonance imaging (MRI) she showed 
focal areas of increased T; signal in deep white matter of both 
hemispheres associated with increased signal adjacent to the 
ventricular system, mild in overall extent. These findings were 
compatible with areas of gliosis, most likely due to microvas- 
cular disease. She also showed mild diffuse atrophic changes 
throughout the cerebrum, more prominent in parietal lobes at 
the vertex, and within the vermis of the cerebellum. 

Case 2. No evidence suggesting limbic system dysfunction 
was found, but the patient has never received EEG study. 

Case 3. The patient had an abnormal EEG when taking 
perphenazine, which was characterized by a few bursts of 
higher-voltage generalized slowing (one shortly after hyper- 
ventilation). Her brain electrical activity mapping (BEAM) 
scan was probably abnormal because of excess frontal slowing 
in the eyes-open state and because of asymmetric alpha activ- 
ity observed in the left temporal leads in the eyes-open state. 
BEAM auditory evoked response studies showed several epi- 
sodes of abnormal cerebral activation localized over right pos- 
terior temporal regions. MRI study revealed that the ventricles 
were at the upper limits of normal, and the frontal horns were 
blunted. Focal bright spots, of unknown significance, were 
seen cortically in the plane of the frontal horns and planes of 
the atrium and occipital horns. 

Case 4. The patient had a history of significant head trauma 
in childhood with brief loss of consciousness. EEG revealed 
an abnormal waking record with intermittent background 
slow activity, most prominently in temporal regions, with a 
certain degree of left-sided prominence. A CT scan was within 
normal limits. 

Case 5. The patient had a history of temporal lobe epilepsy, 
with well-documented partial complex seizures that re- 
sponded well to carbamazepine. An EEG in the interictal state 
was characterized by higher-voltage slowing in both temporal 
leads. A CT scan was within normal limits. 

Case 6. The patient had an abnormal EEG characterized by 
lower-voltage irregular frequency activity seen anteriorly and 
diffusely. Theta activity was slightly excessive over posterior 
quadrants, with irregular bursts of generalized theta slowing 
bilaterally. A BEAM scan showed increased slowing over left 
temporal and central parietal regions and an abnormal audi- 
tory evoked response with aberrant activation of right tempo- 
ral regions and the left posterior quadrant. A CT scan was 
abnormal, showing significant dilation of the right temporal 
horn of the lateral ventricle. 
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It is worth emphasizing that dissociation was a very promi- 
nent feature of the obsessive suicidal state excerienced by at 
least four of these patients and that this state had a decidedly 
organic nature. There was a concrete, detached, vacant, con- 
fused manner in their presentation, which lacked their normal 
spontaneity and range of affective expression. 

While we agree that limbic system dysfunction may be a 
significant risk factor, two points should be emphasized. First, 
limbic system dysfunction is often the rule rather than the ex- 
ception in psychiatric patients. Present concep:s of the limbic 
system include the hippocampus, amygdala, hypothalamus, 
and portions of the frontal zortex and basal ganglia (limbic 
striatum). Most biological theories of mood disorders or psy- 
chosis posit abnormalities of a chemical nature in one or more 
of these regions. If we restrict the definition oz limbic system 
dysfunction to include only symptoms suggést:ve of temporal 
lobe epilepsy or actual electrical or anatomical abnormalities, 
this remains a relatively common comorbid condition. We 
have previously reported a high incidence of symptoms sug- 
gesting this type of limbic system dysfunction in adults who 
were abused either sexually or physically in childhood (1), and 
we have observed a very high incidence of abnormal electro- 
physiological studies in hospitalized children with histories of 
early abuse. Thus, a large segment of the psyzhiatric patient 
population may be at risk. 

On the other hand, we are not certain thaz limbic system 
dysfunction is a necessary precondition. The patient in case 2 
had shown no symptoms suggesting limbic system dysfunc- 
tion at any time. Over the last few months he has received a 
careful rechallenge with fluoxetine, starting at a dose of 4 
mg/day, which was advanced to 20 mg/day over 2 months. As 
the fluoxetine dose was increased he gradually became more 
depressed, and he finally began to ruminate incessantly about 
suicide. At that juncture the trial was stopped before his con- 
dition could worsen any further. His suicidality abated within 
2 weeks, alchough there was no apparent change in the sever- 
ity of his depression. 

Overall, we thank Dr. Downs and colleagues for their in- 
teresting and potentially important comments. We also en- 
courage these authors to delve into their possible cases more 
closely and, if clinically warranted, to see how these patients 
react when rechallenged with fluoxetine. 
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MARTIN H. TEICHER, M.D., PH.D. 
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Parents’ Knowledge of Children’s Suicide Attempts 


Sr: We read with great irterest the recent article by Marcus 
Walker, M.D., M.P.H., anc associates (1). We believe that the 
issue of parents’ knowledge of children’s suicidality is salient 
in the treatment of suicidal children and adclescents. Earlier 
research has made it apparent that parents are often unaware 
of the suicide attempts and suicidal ideation cf their own chil- 
dren (2, and unpublished manuscripts by J.M. Harkavy Fried- 
man et al., 1989, and B.D. Garfinkel, 1990), 

Our data further support this finding. In a preliminary 
analysis of data from a clinic for depressed and/or suicidal 
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adolescents, we have found from self-reports by adolescents 
and their parents that in a group of 50 adolescent suicide at- 
tempters, only 40% of the parents reported their children’s 
attempts. Moreover, where data were available (N=42), only 
nine adolescent attempters (21.4%) reported that they had 
told someone before their first attempt, while six of 19 recidi- 
vists (31.6%) had told someone before their second attempt. 
Clearly, then, one reason for parental lack of awareness is that 
adolescents do not reveal their suicidal behavior in the major- 
ity of cases, 

However, our data include one case in which the mother 
reported an adolescent’s suicide attempt and the adolescent 
did not. In fact, there is such a finding in Dr. Walker and 
colleagues’ data as well. In their “disagree” group, there was 
one case in which the mother reported an attempt by her son, 
whereas the son reported no such attempt. 

This suggests that there may be important distinctions be- 
tween parental “unawareness” of suicide attempts by their 
children and at least two cther possible explanations for par- 
ent/child discrepancies in reporting. 1) In some cases the child 
or the parent or both deny the fact that an attempt took place, 
or 2) what is regarded as a suicide attempt by clinicians is not 
seen as such by the parent and/or child in question. To the 
point, we have seen cases in which both the adolescent and 
the parent denied the occurrence of a suicide attempt despite 
the fact that the adolescent was referred to us from the emer- 
gency room after an overdose of pills or wrist slashing. 

In sum, we believe that parents’ knowledge of their chil- 
dren’s suicidal tendencies is highly relevant to clinical work 
with families in which such behavior has occurred, and that 
interviews with both parerts and children are needed to tease 
out and confront discrepar.cies in reporting. Further, research 
is needed to consider the allied but distinct issues of awareness, 
denial, and interpretation of events. 
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Prediction of Suicide 


Sm: I would like to comment on the article “Time-Related 
Predictors of Suicide in Major Affective Disorder” by Jan 
Fawcett, M.D., and associates (1). The authors showed that a 
discriminant function analysis in which 12 symptoms were 
used was strongly associated with suicide by patients with ma- 
jor depression within a year of their discharge from inpatient 
treatment. Thirteen of 14 such suicides were predicted cor- 
rectly. 

The authors suggested that these symptoms may be useful 
in “the timely identification of patients ...in danger of sui- 
cide” (p. 1192). I would like to point out how a different slant 
on these data suggests other conclusions. There were 13 true 
positives, one false negative, 385.4 false positives, and 554.6 
true negatives. This produces very high sensitivity (93%) and 
modest specificity (54%). The situation becomes clearer if we 
look at the more clinically useful calculations of predictive 


1092 


power. The positive predictive power is only 3.3% (13/398.4), 
while the negative predictive power is 99.8% (554.6/555.6). 
Because of the low base rate of suicide, the symptoms that are 
associated with suicide to a degree beyond chance turn out to 
be worthless in predicting who will commit suicide. 

There may be reasons for investigating which symptoms are 
associated with suicide, but to be clinically helpful, a method 
of predicting would have to have'an extremely low ratio of 
false positives to true positives, one far lower than found with 
these data. 
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ARTHUR RIFKIN, M.D. 
Jamaica, N.Y. 


Sir: In their recent article, Dr. Fawcett and colleagues con- 
cluded that “suicidal ideation expressed to a clinician . . . [is] 
related to completed suicide occurring 1 year or more after 
assessment” (p. 1192) and is, therefore, not a short-term pre- 
dictor of lethality. Because of the potentially serious ramifica- 
tions of translating this conclusion into clinical practice and 
minimizing the weight traditionally given to the intuitively ob- 
vious contribution of suicidal ideation to short-term risk, am- 
plification of the authors’ rationale is necessary. 

Of particular concern in this regard is an explanation of 
how they controlled for bias introduced by the universal ten- 
dency of clinicians, especially the independent professionals 
who were treating the patients, to intervene and provide more 
ageressive treatment (often hospitalization) for patients who 
were expressing suicidal ideation. In other words, is it not 
possible that patients with suicidal ideation had a lower short- 
term suicide rate only because such ideation resulted in their 
receiving more treatment within the 1-year interval than pa- 
tients without suicidal ideation? If so, might not suicidal idea- 
tion be a good predictor of short-term risk? 


BRUCE BLOCK, M.D. 
MAHMUD BEHFAR, M.D. 
Buffalo, N.Y. 


Dr. Fawcett and Associates Reply 


Sir: We are in complete agreement with Dr. Rifkin that our 
discriminant function analysis was not sufficient evidence for 
the usefulness of the 12 symptoms in predicting suicide. Not 
only was the discriminant function analysis an insufficient ba- 
sis for drawing this conclusion, it is clear from our cross-vali- 
dation study of later suicides that the function predicted sui- 
cide at a rate no better than chance. We cited this exploratory 
analysis only to illustrate how we came to examine the role of 
time to suicide with respect to clinical predictors. 

The statement on page 1192 to which Dr. Rifkin refers per- 
tains to the 10 symptoms that were found to predict differen- 
tially long- and short-term suicides by a completely different 
set of analyses; these symptoms are listed in table 2 on page 
1191. The basic points are that some of the symptoms were 
associated with early suicides, others were associated with 
later suicides, and the probabilities listed in table 2 (derived 
from Mann-Whitney U statistics) simply reflect which symp- 
toms are most useful for discriminating between short- and 
long-term suicide. 
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Our primary purpose in presenting the earlier discriminant 
function analysis was to inform the reader about how variables 
were selected for the later analyses and how we arrived at a 
cutoff of 1 year between long- and short-term suicides. There- 
fore, criticism of the limitations of the discriminant function 
analysis in no way affects the validity of the overall study. We 
did not and do not recommend that the handful of symptom 
ratings we discussed be employed as a suicide risk prediction 
formula to classify patients as suicidal or nonsuicidal. The major 
points of our article are 1) the proposal that standardized pro- 
spective studies of suicide are of much greater clinical value than 
other types of suicide studies for addressing the issue of suicide 
prediction and 2) the proposal that clinicians and researchers 
conceptualize clinical assessments in terms of the difference be- 
tween acute and long-term risk factors. 

Many investigators have shown that in trying to predict a 
behavior which is as infrequent in the general population as 
suicide is, it is inevitable that a large number of false positives 
and false negatives will be generated under the best of circum- 
stances (1-3). MacKinnon and Farberow (4) demonstrated 
that even if one began with a suicide prediction formula that 
showed 99% sensitivity (something far beyond present capa- 
bilities), only 20% of suicides could be correctly predicted. We 
ourselves have emphasized that no one has ever demonstrated 
that any standardized suicide risk prediction scale can pick out 
persons who go on to commit suicide in samples other than 
the sample that generated the scale (5). 

Having said this, we must take issue with a second point in 
Dr. Rifkin’s letter, that is, the contention that symptoms able to 
discriminate between a 3% and a 0.2% base rate are “worthless 
in predicting who will commit suicide.” We disagree. Assume, 
for example, that we have a treatment for preventing suicide that 
can be administered to a large number of people but not to 
everyone in society. To whom would we give this treatment? It 
probably makes sense to administer it to individuals who are at 
greatest risk of suicide (such as 5%-10% of an estimated 10 
million patients with depression) rather than those at least risk. 
If we could produce a symptom profile that identified such a 
high-risk subgroup, we could administer the treatment to those 
persons who are at greatest risk. 

One can also argue that improving the prediction of the 
probability of an individual committing suicide can eventually 
lead us to greater accuracy in classifying patients. If one set of 
variables allows us to identify 50% of our depressed popula- 
tion that has a much higher suicide risk, this simplifies the 
study of suicide because we can profitably zero in on the sub- 
groups with the highest risk. A 3% discrimination rate is a 
15-times greater improvement over the cited 0.2% base rate. 

In response to Dr. Block and Dr. Behfar, we can only point 
out that on page 1193 in the Discussion section of our report, 
we stated, 


Although the outcome of this limited sample sug- 
gests that such traditional risk factors as previous his- 
tory of suicide attempts and suicidal ideation were not 
highly predictive of short-term suicide, such factors 
should not be dismissed in the clinical assessment of 
suicide risk. Rather, these initial findings should draw 
attention to the following issues: 1) the importance of 
standardized prospective data for studies of completed 
suicide, 2) the importance of assessing patients in terms 
of acute versus long-term suicide risk, and 3) the possi- 
ble value of anxiety symptoms (panic attacks, psychic 
anxiety, psychomotor agitation, global insomnia) as 
precursors of suicide and target symptoms for vigorous 
treatment efforts. 
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We are concerned not about the communicators of suicidal 
ideation getting more treatment but about clinicians not being 
sufficiently vigorous in treating depressed patients who deny 
suicidal ideation when clinically evaluated. Until such time as 
a standardized, prospective, large-sample study of suicide with 
the capability of documenting all interven:ng psychosocial 
and biological! treatment hes been reported, however, we can 
only speculate about whether our interpretation or that of Dr. 
Block and Dr. Behfar is mare correct. 
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Need for Reporting of Gender Differences 


Sm: We read with interest the article “Axis II Comorbidity 
in Substance Abusers” by Edgar P. Nace, M.D., and associates 
(1). We were surprised that the numbers of men and women 
in the study were not reported. Previous work has suggested 
that men and women differ in many important ways in their 
experiences with substances that are subject to abuse (2, 3). 
These differences include exposure, physiologic response, vul- 
nerability to problems with substances, and psychological, be- 
havioral, and genetic variables. The two sexes also differ in 
their expression of personality disorders and related variables. 

Because of these well-documented differences between men 
and women, it is important to analyze men and women sepa- 
rately, even if the numbers of women are small. If no signifi- 
cant differences are found, it might be appropriate to report 
the results on the basis of the combined samples and to convey 
all of this information to the reader. 

The authors did note that there were no gender differences 
in the proportions of men and women who had personality 
disorder diagnoses. However, this is not the only variable to 
consider when determining whether the two samples differ. 
For example, they did not report gender-related comparative 
information on type of personality disorder (considering that 
antisocial personality disorder is far more prevalent in men), 
demographic characteristics (such as age and education) that 
would be likely to affect the results, and gender differences in 
the expression of substance abuse. It would be important to 
the analysis to determine that men and women do not differ 
on all of the clinically relevant factors before lumping the two 
groups together. The authors showed sensitivity to the need 
for individualization of treatment plans to address the wide 
range of differences they found in their data, but this did not 
extend to the consideration of women as a subgroup. 
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We would like to suggest that the Journal adopt a policy of 
requiring published articles on clinical samples to address 
these concerns related to reporting on gender. This is espe- 
cially pertinent for articles dealing with substance abuse, but 
it is also relevant for articles on personality disorder, major 
depression, and probably other psychiatric disorders as well. 
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ELIZABETH M. SMITH, PH.D. 
CAROL S. NORTH, M.D. 
St. Louis, Mo. 


Dr. Nace and Dr. Davis Reply 


Sm: In response to the inquiry of Dr. Smith and Dr. North, 
cur sample of 100 patients included. 30 women. In the person- 
ality disorder group there were 39 men and 18 women, and 
in the group without personality disorders there were 31 men 
and 12 women. Men and women in the total sample did not 
differ significantly in mean age or in level of education. 

In regard to specific personality disorders, the breakdown 
is the following: paranoid, six men and one woman; antiso- 
cial, three men; borderline, 10 men and seven women; histri- 
onic, two men and four women; narcissistic, four men; 
avoidant, two women; dependent, three men and one woman; 
obsessive-compulsive, one man and one woman; passive-ag- 
gressive, five men; self-defeating, three men and two women; 
not otherwise specified, two men. 

Chi-square tests were done to see if there were any differ- 
ences between men and women in clusters A, B, and C of the 
personality disorders as described in DSM-III-R. No signifi- 
cant differences were noted. 


EDGAR P. NACE, M.D. 
CARLOS W. DAVIS, PH.D. 
Dallas, Tex. 


Innovations in Use of Pharmacological Treatments 


Sm: I read with interest the letter to the Editor from William 
W. Weddington, M.D. (1). He presented an important view- 
point regarding novel applications of previously approved 
medications, As he noted, both our group (2) and Gawin et 
al. (3) have used desipramine to treat cocaine cravings. While 
Dr. Weddington rightly raised a question regarding the effi- 
cacy of this mode of treatment, this point can be best resolved 
by further research. 

Much more important, he also raised the larger question re- 
garding development of new adaptations of pharmacological 
intervention. He represents a cautious position when he states, 
“Precautions are advised for physicians who prescribe desipra- 
mine or other as yet unproven medications .... In these situ- 
ations one may wish to use measures similar to those used by 
clinical researchers testing an investigational drug.” This ap- 
proach, while laudable in its intent, seems to be based on an 
empirical view of psychopharmacological therapy. Psycho- 
tropic medication should not, however, be prescribed on an em- 
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pirical basis, i.e., symptom presentation. Rather, a thorough 
knowledge of the biochemical indications and actions should be 
the basis of prescription writing. In the literature Dr. Wedding- 
ton cites, desipramine was not prescribed for cocaine with- 
drawal craving per se. Rather, both our group (2) and Gawin et 
al. (3) noted changes in catecholamine activity associated with 
cocaine withdrawal. Since desipramine is a noradrenergic agent, 
it was logical to choose this antidepressant to try to reverse nor- 
adrenergic pathological changes, of which cravings were merely 
symptoms. Again, it is to be emphasized that the psychiatrist 
should focus on treatment based on underlying causes, not 
symptom presentation. Desipramine, for example, is posited to 
ameliorate a decrease in central noradrenergic tone. Whether 
this decrease occurs endogenously (e.g., major depression) or 
exogenously (e.g., cocaine abuse) seems to miss the point. Un- 
derlying causation should be the proper focus of treatment. 

Installing institutional review board procedures between the 
clinician and the patient in cases such as treatment of cocaine 
abuse would seem to deprive the psychiatrist of his or her inde- 
pendent ability to think. The psychiatric residency has furnished 
us with a knowledge of underlying principles. The mere appli- 
cations of these principles should not be arbitrarily subject to 
automatic pre-review. Independent judgment should remain the 
responsibility of the clinician. This tenet, of course, would not 
apply to new, untried medications, but only to those previously 
approved for prescription use by clinical physicians. 

Dr. Weddington’s concerns are shared by all responsible cli- 
nicians. He has conceptualized a viewpoint in the ongoing de- 
bate on the limitations of individual practice and applied it to 
the specific area of treating drug abusers. While I do not agree 
with his conclusions, I welcome this opportunity to respond. 
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Dr. Weddington Replies 


Siz: Dr. Giannini offers a different opinion regarding the 
clinical practice of prescribing a previously approved drug for 
a disorder in which the drug’s efficacy, side effects, and ad- 
verse reactions have not been determined. He makes the point 
that subjecting such practice to outside review would discour- 
age the ability of the clinician to think and do damage to cli- 
nician autonomy and independence. However, I believe that 
rather than inhibiting clinician creativity and promoting 
mindless clinical conformity, such practice encourages a clini- 
cian to really think through with peers a hypothesis that has 
not been conclusively tested in controlled clinical trials before 
he or she tests it on an uninformed patient. More important, 
the process offers to the patient and the clinician the safe- 
guards, although limited, of outside review and informed con- 
sent. 

While I think such caution is advisable in general medi- 
cal/psychiatric practice, I feel it is particularly important in 
treating persons with addictive disorders, many of whom 
abuse prescribed drugs or may be too impaired in the early 
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phase of recovery to comply safely with directions for taking 
medications, even those which are proven and approved. 


WILLIAM W. WEDDINGTON, M.D. 
Chicago, Ill. 


Comments on the Natural History of Alcohol Abuse 


Sm: The retrospective analysis by Deborah S. Hasin, Ph.D., 
and associates of the natural history of alcohol abuse (1) is an 
incomplete attempt to study the longitudinal progression of al- 
cohol consumption practices, especially the relation of early 
problem drinking to later, more enduring patterns of addictive 
drinking. Investigators have found that the distinctions between 
problem drinking (with adverse consequences) and addictive 
drinking are not at all clear, cross-sectionally or longitudinally. 
Schuckit et al. (2) did not find a difference between alcohol abuse 
and alcohol dependence according to DSM-III criteria in terms 
of alcohol-related consequences and demographic features. Fill- 
more (3) found that early problem drinking is significantly re- 
lated to later problem drinking over a 20-year period. Vaillant 
(4) concluded, in his 33-year follow-up study, that asympto- 
maticalcohol drinking is a common outcome for many drinkers, 
but those with greater symptoms were limited in their ability to 
drink without adverse consequences over time. 

Of paramount importance is that according to epidemi- 
ological studies, it takes decades of follow-up to understand 
that alcoholism is often a progressive disorder. Viewed over 
the short term, alcoholism appears extremely unstable and not 
progressive. The title of the study is misleading because a 4- 
year interval is insufficient to draw conclusions and make de- 
finitive statements about the natural history of alcoholism. 
Moreover, a high remission rate for alcohol abuse (70%) is 
just as suggestive of chronic alcoholism (5). 

According to the Epidemiologic Catchment Area study, 1-5 
years is the most common duration of alcohol consumption 
by those alcoholics who have been in remission over a year. 
The study by Dr. Hasin and colleagues does not refute what 
is already known about alcoholism: that it is a chronic remit- 
ting and relapsing disorder. 

It is interesting that, indirectly, their study may support the 
point that “abuse” is not a useful diagnostic term. Simply, the 
criteria for abuse and dependence in DSM-III-R do not clearly 
distinguish two separate categories or disorders. A major pur- 
pose of a diagnostic term is to classify, distinguish, and indicate 
a prognosis. Abuse as a diagnosis serves none of these functions. 
Furthermore, abuse as a diagnosis actually detracts from the 
goal of medicine to serve the patient. The term “abuse” is a 
vernacular expression that reflects attitudes and beliefs in our 
society and does not represent a scientific or medical nosology. 
To abuse means to put to a wrong or improper use, so as to 
injure or damage. A synonym is “deceive.” Abuse also clearly 
implies a willful act that arises out of a voluntary state and main- 
tains an ethical or moral position. It also represents a retreat to 
DSM-I and DSM-II conceptions, where alcoholism and drug 
addiction were considered personality disorders. This would 
mean, among many implications, that alcoholism and drug ad- 
diction are not primary disorders. In a sense, the nomenclature 
will have come full circle if the term “abuse” is maintained as 
an expanded diagnostic category (6). 
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NORMAN S. MILLER, M.D. 
White Plains, N.Y. 


Sir: The recent article by Dr. Hasin and colleagues provided 
interesting information on the natural history of alcohol 
abuse. However, their data only weakly support their conclu- 
sion that “alcohol abuse of-en has a course distinct from that 
of alcohol dependence.” Moreover, this conclusion, if correct, 
does not necessarily support the inference that alcohol abuse. 
and alcohol dependence should be considered as distinct enti- 
ties. Despite the fact that the outcomes af the two groups were 
significantly different by statistical testing, the raw numbers 
are surprisingly similar; that is, 46% of the men with alcohol 
abuse and 39% af those with alcohol dzpendence were in re- 
mission at 4 years. And while 30% of the alcohol abusers had 
progressed to dependence over that time period, 15% of the 
alcohol-dependent men had crossed over into the abuse cate- 
gory. . 

These numbers suggest that there is ccnsiderable movement 
in both directions, from one category tc the other. One could 
just as plausibly interpret these data as supporting a conten- 
tion that abuse and dependence represent a clinical spectrum 
and that a given patient can move back and forth along that 
spectrum with the passage of time. 

Two methcdologic limitetions of this database prevent one 
from drawing more specific conclusions about this back-and- 
forth movement. First, a more complete appreciation of the 
course of alcohol-related disorders would emerge from fol- 
low-up data on the initial cohort of 413 drinkers who did not 
have characteristics of abuse or dependence. How many of 
these men developed alcohcl-related prablems? For those who 
developed alcohol-related problems, were there any charac- 
teristic patterns through which these problems evolved? Sec- 
ond, because the subjects were identifted and labeled at a sin- 
gle point in time (the year 1969', we have no data on how 
their alcohol use evolved prior to that point. For example, how 
many subjects who were abusers in 1969 had previously been 
dependent, and vice versa? 

Finally, the article did nat address the issue of treatment. If 
alcohol abuse and alcohol dependence have different suscep- 
tibilities to treatment, or if different proportions of the two 
groups received treatment in this study, then treatment effects 
(as well as natural history) might have influenced the 4-year 
outcomes. 

We agree with the authors that there migkt be strong prac- 
tical reasons to support a dichotomy between alcohol depend- 
ence and abuse. For example, groupings with homogeneous 
characteristics might facilitate research efforts and more logi- 
cal application of treatment methods. But the data in this study 
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do not provide convincing evidence either to support or to 
deny a deeper pathogenetic basis for such a dichotomy. 


ALLAN BRETT, M.D. 
LAWRENCE FRIEDMAN, M.D. 
Boston, Mass. 


Dr. Hasin and Associates Reply 


Sir: Our article represents the only effort at longitudinal 
research on the differentiation between the 1987 DSM-III-R 
definitions of alcohol abuse and alcohol dependence in an un- 
treated sample. We agree that information on the movement 
into and out of abuse and dependence prior to the time periods 
reported would have been helpful. We can provide the infor- 
mation that of the initial cohort of 413 nonproblem drinkers, 
8% had developed indicators of alcohol abuse at the second 
assessment, while another 4% showed evidence of both abuse 
and dependence. We note that treatment or self-help for alco- 
hol problems (even speaking once with a doctor) was ex- 
tremely rare in this sample, and thus treatment was unlikely 
to have had a major impact on the results. 

We do not think that our findings support in any way the 
conclusion that alcoholism and drug addiction are personality 
disorders or that alcohol and drug use disorders are, by defi- 
nition, of lesser importance or severity than other disorders. 
We agree that a 4-year interval is a short period of an individ- 
ual’s life and that more would be learned from a longer period 
of follow-up. Other limitations to the study are noted in the 
article itself. We did not expect that this study would provide 
the last word on the issue addressed. However, a clear gap in 
research using DSM-III-R criteria existed with respect to our 
topic. Given that research on longitudinal course represents 
one of the standard methods of validating diagnostic defini- 
tions, the data provided a useful preliminary means of inves- 
tigating the validity of the abuse/dependence distinction. 
Clearly, further research on larger samples is needed, with 
more complete assessment of the diagnostic criteria and shifts 
in condition over time. We hope that this article serves to 
stimulate interest and research on this under-studied nosologic 
issue. 


DEBORAH S. HASIN, PH.D. 
BRIDGET GRANT, PH.D., PH.D. 
JEAN ENDICOTT, PH.D. 

New York, N.Y. 


Social Phobia and Agoraphobia in Alcoholism 


Sm: The findings reported by Matt G. Kushner, M.A., and 
associates (1) linking social phobia and agoraphobia with al- 
coholism have treatment implications that should be made 
explicit. Many alcohol counselors, therapists, and programs 
equate patients’ resistance to participation in Alcoholics 
Anonymous (AA) with poor motivation for recovery. The 
data presented by these authors, however, suggest that alco- 
holics with these phobias may find attendance at such meet- 
ings a prohibitive, anxiety-ridden ordeal. I have one patient 
who told me that he can handle meetings that have speakers 
but abhors discussion sessions where he may be called upon 
for comments. He remembered feeling that way as a youngster 
in school, too. It is important, therefore, to assess carefully the 
presence of these problems and recognize the role their pres- 
ence can play in plans for comprehensive treatment. 


1096 


REFERENCE 


1. Kushner MG, Sher KJ, Beitman BD: The relation between alcohol 
problems and the anxiety disorders. Am J Psychiatry 1990; 
147:685-695 


JAY M. CUDRIN, PH.D. 
Hartford, Conn. 


Normal Smooth Pursuit Eye Movements in Volunteer Sub- 
jects Meeting Schizotypal Personality Disorder Criteria 


Sir: Larry J. Siever, M.D., and associates (1) recently re- 
ported an abnormality in smooth pursuit eye movements, a 
potential trait marker of schizophrenia, in a clinical sample of 
DSM-III schizotypal personality disorder patients. These re- 
sults support the hypothesis that the phenotype of schizophre- 
nia underlies the schizotype. Alternatively, schizotypal per- 
sonality disorder may be genetically distinct from 
schizophrenia while being phenomenologically similar. In this 
case, the finding of abnormal smooth pursuit eye movements 
in schizotypal subjects would fail to support the claim that 
they are a trait marker of schizophrenia, since mild schizotypal 
symptoms such as cognitive slippage or perceptual distortions 
in these subjects affect the test results. Such mild schizotypal 
symptoms may frequently be present in family members of 
schizophrenic probands or in patients themselves when they 
are in remission. 

Schizotypal personality disorder, although highly prevalent 
in schizophrenic families, is not uncommon in normal families 
(2). The disorder in the general population may be heteroge- 
nous in its etiology, with only a subpopulation of cases related 
to the schizophrenic phenotype. Under such circumstances, 
the selection of the samples obviously influences the results of 
schizophrenia marker studies. This is illustrated by our study, 
which sampled schizotypal subjects from the community. 

Subjects for our study were recruited from the community 
by a newspaper advertisement. Extensive structured clinical 
interviews (3) and a subset of the WAIS-R were given to obtain 
DSM-III axis I and axis II diagnoses and an estimate of general 
intellectual functioning. Of the 28 volunteers assessed, 10 had 
no axis I or axis II diagnosis, 11 had schizotypal personality 
disorder, and seven had other personality disorders (mainly 
borderline and antisocial). All three groups showed similar 
ranges of ages and estimated full-scale IQs. Smooth pursuit 
eye movements were recorded and scored with methods de- 
scribed previously (4). 

The schizotypal subjects, when matched on estimated full- 
scale IQ, performed as well in the smooth pursuit eye move- 
ment task as the normal subjects and those with other person- 
ality disorders. The meantSD pursuit scores in the three 
groups were 2.02+0.68 (schizotypal), 2.2540.74 (normal), and 
2.23+0.78 (other personality disorders). 

Our results suggest that in a sample of schizotypal person- 
ality disorder subjects who are living in the community, are 
not identified as patients, and have a full-scale IQ comparable 
to that of control subjects perform normally on a pursuit eye 
movement task, In an earlier study (5), Dr. Siever and associ- 
ates observed that poor trackers had cognitive and attentional 
impairments in addition to schizotypal features. Although 
cognitive or attentional measures were not reported in the 
more recent report of poor smooth pursuit in schizotypal pa- 
tients, these subjects were functionally impaired, requiring 
treatments including hospitalization. We suggest that the 
smooth pursuit eye movement abnormality identifies schizo- 
typal subjects who have a deteriorating course and/or are cog- 
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nitively and functionally impaired. Whether only these schi- 
zotypal subjects have a genetic relation to schizophrenia is not 
clear. 
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Dr. Siever and Colleagues Reply 


Sm: Dr. Thaker and associates report qualitative pursuit 
scores of volunteers meeting DSM-III criteria for schizotypal 
persanality disorder and volunteers with other personality dis- 
orders or with no personality disorders, as determined by the 
Structured Interview for DSM-III Personality Diagnoses. They 
suggest that eye movement dysfunction is associated specifi- 
cally with schizotypal personality disorder only when it is ac- 
companied by cognitive and functional impairment, which 
were not present in the subjects of their study. Another, not 
inconsistent interpretation of the apparent discrepancy be- 
tween their results and ours is that the criteria for schizotypal 
personality disorder are not yet sufficiently discriminating to 
exclude subjects in a volunteer population who have psycho- 
pathology unrelated to schizophrenia. For example, social iso- 
lation and anxiety are not uncommon in avoidant individuals, 
who may be more closely related biologically to those with 
anxiety disorders, while paranoid ideation and dissociative 
symptoms such as derealization and depersonalization are 
common in borderline personality disorder patients (1) and 
may be related to their underlying affective instability and im- 
pulsivity (2). 

DSM-III-R has modified the criteria for schizotypal person- 
ality disorder in the direction of reducing these artifacts (e.g., 
elimination of dissociative symptoms, addition of the odd or 
eccentric criterion), and further refinement of these criteria has 
been proposed for DSM-IV, which might reduce the con- 
founds of anxiety- or affective-associated psychopathology 
which mimic that of the schizotypal (3). Preliminary studies 
raise the possibility that such refinements may increase the 
specificity of the familial relation of schizotypal personality 
disorder to schizophrenia (unpublished manuscript, J.M. Sil- 
verman et al., 1990). 

Az one time, psychotic symptoms and severe social dysfunc- 
tion were considered presumptive criteria for schizophrenia, 
while it is now recognized that these symptoms can also be 
characteristic of bipolar patients. Similarly, mild psychotic- 
like symptoms and social dysfunction might not be specifically 
related to schizophrenia, and, analogously, attention to the 
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presence of affective symptoms in connection with these cri- 
teria might improve specificity for schizotypal personality dis- 
order. Studies using external validators (genetic, biologic, etc.) 
and explicitly evaluating these possibilities are required. Fur- 
thermore, as noted in our article, studies using eye tracking 
measures will need to make use of specific quantitative indices 
to achieve better discrimination of diagnostic groups. 
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Nonpurging Bulimia Nervosa and Binge Eating Disorder 


Sm: Una D. McCann, M.D., and W. Stewart Agras, M.D. (1) 
have reported the successful treatment of what they refer to as 
“nonpurging bulimia nervosa” with desipramine. Dr. Agras has 
recently joined a group of investigators who are conducting col- 
laborative studies of a new eating disorder, binge eating disor- 
der, that appears to be conceptually the same as nonpurging 
bulimia nervosa. The results of a multisite field trial of the diag- 
nostic criteria for this disorder in almost 2000 subjects indicate 
that binge eating disorder is common among persons attending 
hospital-affiliated weight cantrol programs but is relatively rare 
in the community. The disorder is more common in females than 
males and is associated with severity of obesity and a history of 
marked weight fluctuations. 

On the basis of these results, the DSM-IV Work Group on 
Eating Disorders has recommended that binge eating disorder 
be considered for inclusion in DSM-IV. However, before the 
group can make a final decision regarding its inclusion in 
DSM-IV, additional research needs to be conducted. Investi- 
gators interested in the results af the initial field trial of the 
diagnostic criteria (article by R.L. Spitzer et al., submitted for 
publication) or in studying binge eating disorder and using 
assessment instruments developed by our collaborative group 
should contact me. 
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Dr. McCann and Dr. Agras Reply 


Sm: Dr. Spitzer points to a similarity between the entity that 
we called “nonpurging bulimia nervosa” and binge eating dis- 
order, an eating disorder currently being considered for inclu- 
sion in DSM-IV. In a study comparing purging and nonpurg- 
ing bulimic subjects (1), we found the two groups to differ in 
several regards. Bulimic subjects who engaged in self-induced 
vomiting tended to be younger, reported more frequent binge 
eating, and were more likely to have a coexisting personality 
disorder. In contrast, nonpurging bulimic subjects were more 
likely to have histories of substance abuse and, as mentioned 
by Dr. Spitzer, to be overweight. 

While the differences between purging and nonpurging bu- 
limic subjects could be interpreted as evidence that the two 
disorders are separate, there are alternative explanations. It is 
possible that within the category of bulimia nervosa there is a 
spectrum of distinct clinical subtypes. This possibility led us 
to divide bulimia nervosa into purging and nonpurging sub- 
types. As such, differences in affective and personality features 
among individuals with bulimia could account for differences 
in expressed symptoms. 

Further research is needed to understand better the relation 
between binge eating and bulimia nervosa. It is possible that 
better and more specific treatments for bulimia can be 
achieved if different ancillary symptoms in bulimic patients 
are targeted when treatment plans are designed. 
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Rogat for More Information About Study of Rapid Cycling 
in Affective Disorders 


Sr: Edward A. Wolpert, M.D., Ph.D., and associates pre- 
sented some interesting data in their report on rapid cycling 
in bipolar disorder (1). Unfortunately, some information was 
missing that the discriminating reader will find essential in 
order to interpret their date and to evaluate the conclusions 
they have drawn. 

The authors did not mention the system of referral to their 
hospital, which is a very important consideration when report- 
ing cross-sectional descriptive data. The reader has no idea 
whether the patients described were from the general commu- 
nity, a subspeciality clinic, or a research setting. In addition, 
there was no discussion of whether the different rates and 
characteristics of the bipolar patients with rapid cycling might 
have been related to a change in hospital admission patterns 
over the three decades studied. For example, clinicians are 
now much more aware of rapid cycling in affective disorders. 
In 1985 more of these difficult-to-treat patients might have 
been referred for inpatient assessment and psychopharma- 
cologic treatment, whereas in 1960 these patients might have 
been given diagnoses of personality disorders and not referred 
for hospital treatment. The frequency of cycling appears to 
have increased, but in fact the samples were taken from dif- 
ferent populations. 

In the 25-year time span there may also have been changes 
in the hospital itself that would alter referral patterns, such as 
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an increase in inpatient beds, the formation of a mood disor- 
ders subspecialty clinic or a clinical research center, or a 
change in the research focus of specific investigators. While 
the results of the study are intriguing, without this information 
the reader cannot be confident about the validity of the cross- 
sectional comparisons of the three time periods studied. 
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Dr. Wolpert and Associates Reply 


Sir: Dr. Lam raises several questions in regard to our article 
in which our data showed that 1) rapid cycling is not unitary, 
with a range of frequent or mixed-state cycling patterns evi- 
dent in a number of modern-day hospitalized patients with 
bipolar affective disorder, 2) rapid cycling episodes occur 
more frequently among bipolar than unipolar patients, and 3) 
rapid switch processes may have become more widespread for 
some bipolar patients. 

Dr. Lam raises two questions: in what type of hospital setting 
was the research conducted, and are the populations we studied 
in 1960, 1975, and 1985 comparable? The hospital involved, 
the Psychosomatic and Psychiatric Institute of Michael Reese 
Hospital, was described by a team of sociologists, anthropolo- 
gists, and psychiatrists in 1958 (1); a follow-up was obtained in 
1968 when Moos studied our five nursing units while develop- 
ing his ward milieu scale (Rudolph Moos, personal communi- 
cation, Dec. 12, 1968). All observers have considered the hos- 
pital’s treatment emphasis to be psychoanalytic. Nevertheless, 
meprobamate and lithium carbonate were made available to 
attending and resident psychiatrists under research protocols 
before they were available to the general population of psychia- 
trists (2), As early as 1985, ECT was used for “very fast” rapid 
cycling (3), and as early as 1968, lithium was administered to a 
5-year-old child who had had classic, adult-form manic-depres- 
sive illness from birth (4). In addition, the hospital treatment 
program is viewed by many as having psychiatrists with exper- 
tise in the treatment of bipolar affective disorders in general and 
rapid cycling in particular. 

Throughout the years, 80% of the patients studied were 
treated by private psychiatrists and funded by private insur- 
ance or by self-payments, and 20% were treated by residents 
and funded by government programs or charity payments. 
Diagnostically, a rough balance of 40% affective disorders, 
40% thought disorders, 15% personality disorders, and 5% 
organic disorders was maintained. The attending staff contin- 
ues to exceed 150, of whom about 30 are active in hospitaliz- 
ing patients. The typical resident aimed at private practice and 
postgraduate analytic training. 

Dr. Lam’s central question is, Are our three populations 
comparable? The answer is a qualified yes. This study was a 
naturalistic one, since patients were admitted according to un- 
controlled referral patterns and treated by psychiatrists whose 
knowledge and bias changed with general developments in the 
field over the years. However, the institution in which the pa- 
tients were treated retained its general! orientation and major 
referral patterns intact. The populations studied were as com- 
parable as they could be in a noncontrolled study of patients 
admitted to a free-standing psychiatric unit of a general medi- 
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cal hospital in which the private practice of psychiatry by in- 
dependent practitioners is emphasized. 
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Chicago, HI. 


Psychological Effects of Combat 


Sm: Although I enjoyed the letter from Dennis H. Grant, 
M.D. (1) suggesting that combat is so abnormal an experience 
that it damages without fail and that we should not look for 
deficits in the person afflicted with posttraumatic stress disor- 
der (PTSD) before or after the war trauma, I cannot agree with 
his observations. Having been one of the last Army psychia- 
trists to serve in Vietnam in an evacuation center, Dr. Grant 
certainly was exposed to a demoralized remnant of our fight- 
ing farces. Having served early in the war in a cohesive combat 
unit, I did not see the demoralization and later development 
of large numbers of “nostalgic casualties” (substance abuse, 
indiscipline, sexual license) that ultimately resulted in with- 
drawal of U.S. forces and destruction of the Republic of South 
Vietnam (2). 

We are all prisoners of our history, not only reasonably 
healthy psychiatrists but also soldiers who suffer from PTSD. 
Studies do not support the belief that exposure to combat is 
always traumatic. Soldiers in cohesive units who enjoy good 
leadership seldom suffer from acute PTSD (combat fatigue) or 
chronic PTSD, particularly if they return to supportive social 
environments (3). Human history is replete with instances of 
combat and individual adaptation to conflict, perhaps making 
it a more normative experience overall than our recent “civi- 
lized behavior,” which prevents overt expression of aggres- 
sion in most instances. Chronic PTSD is truly a biopsychoso- 
cial disorder with (in individual cases) varying protective and 
predisposing physical and psychological elements, social and 
physical elements at the time of trauma, and subsequent social 
reinforcement of symptomatic behavior (4). It only takes ob- 
servazion of sky divers to realize that one person’s trauma is 
another person’s pleasure. 
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order. Edited by Giller EL Jr. Washington, DC, American Psy- 
chiatric Press, 1990 


FRANKLIN D. JONES, M.D. 
Rockville, Md. 


Disinhibition After Lorazepam Augmentation of Antipsy- 
chotic Medication 


Sir: We read with interest the article “Efficacy of Combina- 
tions of Intramuscular Antipsychotics and Sedative-Hypnotics 
for Control of Psychotic Agitatior.” (1). However, we feel that 
the following cautionary note is in order. 


Ms. A was a 34-year-old woman with a 16-year history 
of paranoid schizophrenia. Despite medication from each 
of five different classes of antipsychotics, to a chlor- 
promazine equivalence of at least 1000 mg/day, both orally 
and parenterally, she remained acutely disturbed. She suf- 
fered auditory hallucinations, delusions, and agitation, pac- 
ing up and down the ward continually anc shouting for the 
voices to stop. For sedation, she was started on a regimen 
of methotrimeprazine, 200 mg q.i.d., but without effect. 
Lorazepam, 1 mg q.i.d., was added, and a marked reduction 
in her agitation was noted within 2 days. 

Over the ensuing weeks, brief periods in which Ms. A again 
became distressed prompted an increase in the dose of loraz- 
epam (a further 2—4 mg/day, p.r.n.). With this increased dose 
she became disinhibited. Previously, she had never been vio- 
lent, but she became so, assaulting a staff member. The addi- 
tional lorazepam was omitted and she returned to her former 
self; there were no other violent incidents. A similar sequence 
of events, with another assault, occurred 2 weeks later, shortly 
after her dose of lorazepam was again increased by 2-4 
mg/day. She continued to be treated with methotrimeprazine, 
200 mg q.i.d., and lorazepam, 1 mg t.i.d., and has remained 
well over the subsequent 8 weeks. 


Paradoxical rage reactions to benzodiazepines have been 
well documented (2), and lorazepam may be especially liable 
to disinhibit aggressive behavior (3). However, Dr. Garza-Tre- 
viño and associates noted no similar adverse effects in their 
study. The purpose of this letter is to confirm the usefulness 
of lorazepam augmentation in a woman with an acutely agi- 
tated psychosis. However, we also wish to draw attention to 
the possibility of dose-dependent behavioral disinhibition. 
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J.D. LITTLE 
E.H. TAGHAVI 
Dunedin, New Zealand 


Dr. Garza-Trevifio and Associates Reply 


Sr: Dr. Little and Dr. Taghavi have raised a question and 
answered it. It is always possible that use of a benzodiazepine 
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(ar other sedative-hypnotic) by itself may disinhibit violent 
behavior in a psychotic person (1-3). In such a case, one does 
exactly what they eventually did: combine the sedative with 
an antipsychotic. In our study, the combination had other ad- 
vantages as well, such as less time to control agitation, fewer 
side effects, and fewer injections. 
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ENRIQUE S. GARZA-TREVINO, M.D. 
San Antonio, Tex. 

JOHN E. OVERALL, PH.D. 

LEO E. HOLLISTER, M.D. 

WILLIAM F. ALEXANDER, M.D. 
Houston, Tex. 


Severe Forms of Tardive Dyskinesia 


Sm: In a recent article, Ramzy Yassa, M.D., and associates 
(1) reported their finding that severe tardive dyskinesia oc- 
curred more in male patients 40 years of age or younger and 
in female patients 71 years of age or older. A smaller amount 
of neuroleptics and more drug-free periods were associated 
with moderate and severe forms of dyskinesia. Tardive dysto- 
nia was regarded as a form of severe tardive dyskinesia in this 
study. In fact, all of the male patients in the group with severe 
tardive dyskinesia had tardive dystonia, and they were much 
younger than those with choreoathetoid dyskinesia. However, 
although tardive dystonia may be a variant or subsyndrome 
of tardive dyskinesia, there are differences in clinical appear- 
ance, pharmacological response, and possibly pathophysi- 
ological bases (2, 3). To lump it together with the choreoathe- 
toid type of dyskinesia m studies of epidemiology may 
confound the picture and add confusion to the role of potential 
risk factors. 
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HELEN F.K. CHIU, M.R.C.PSYCH. 
Hong Kong 


Dr. Yassa Replies 


Sir: Dr. Chiu seems to indicate that patients with tardive 
dystonia should not be lumped together with other patients 
with tardive dyskinesia. We agree with her that tardive dysto- 
nia may be different in several respects from tardive dyskinesia 
(1-3). However, at presenz, most authors agree that tardive 
dystonia is a subtype of tardive dyskinesia (1, 3}. Yagi et al. 
(3) suggested that when tardive dyskinesia is diagnosed in a 
patient, a mixed condition may exist, and both a dystonic and 
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a dyskinetic component may be present even though the pa- 
tient may manifest one subtype selectively. Thus, to date, both 
types—the dystonic and dyskinetic—should be considered to- 
gether in any epidemiological study. 
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R. YASSA, M.D. 
Montreal, Que., Canada 


Factors Influencing Response to Placebo 


Sr: Judith G. Rabkin, Ph.D., M.P.H., and associates (1) 
presented interesting findings about the effects of pill-giving 
on maintenance of the placebo response. However, in their 
discussion of reasons for placebo response they overlooked a 
crucial element in initiating improvement and maintaining im- 
provement with placebos, that is, the physician’s concern and 
involvement with the patient. I believe that a large part of a 
patient’s improvement with placebo results from the suppor- 
tive nature of his or her interaction with a doctor who takes 
the patient’s difficulties seriously and endeavors to help. 

Dr. Rabkin and associates’ data indicate that this relation- 
ship is more important than the actual giving of the pill. After 
10 days the patients were randomly selected to continue pla- 
cebo in single-blind fashion or to be told that they had received 
placebo but would continue to be followed for 6 weeks. All 
11 patients whose medication was discontinued at 10 days 
and who were well at 6 weeks remained well at 12 weeks. Of 
13 patients who were told at 6 weeks that they had been re- 
ceiving placebo and were discharged from the clinic, three re- 
lapsed at 8 weeks. : 

The numbers are small, but the difference is striking and 
suggests that maintenance of improvement depended on con- 
tinued contact with the physician after the patients had been 
told that they had received placebo. The first group was given 
the implicit message that the psychiatrist remained interested 
in them despite their response to placebo, whereas the latter 
group may have felt that they were being discounted or re- 
jected, since they were simultaneously told that they were re- 
ceiving placebo and that they would no longer be scheduled 
for return visits. It is good clinical practice to follow patients 
for a time after their medication has been tapered and discon- 
tinued to monitor for relapse, but as these data indicate, it may 
also be therapeutically important for patients to maintain con- 
tact with the psychiatrist after stopping medication. It is a 
mistake to underestimate the power of the doctor-patient re- 
lationship and the importance of subtle cues such as the timing 
of termination of scheduled visits. 
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Durham, N.C. 


Am J Psychiatry 148:8, August 1991 


2 


=e 


Neuroleptic Drugs and Dopamine Receptors 


Sir: A recent letter to the Editor from Douglas W. Hoffman, 
M.D. (1) discussed the following assertions about neuroleptic 
drugs: 1) all clinically available neuroleptics block dopamine 
receptors, 2) treatment with neuroleptics leads to changes in 
dopamine content and dopamine receptors in the brain, and 
3) the average clinical doses of neuroleptics correlate inversely 
with the affinity of the drugs for D2 dopamine receptors. 

The exclusivity of the D, dopamine receptor as the site of 
action of neuroleptics was then questioned by the writer. This 
is a useful point, as these drugs act variously at a number of 
recepiors in addition to the D, dopamine receptor. Mostly, 
these interactions seem to be responsible for the side effects of 
the drugs, but some interactions, for example, at sigma recep- 
tors (1) or the recently described D, dopamine receptor (2), 
may contribute to antipsychotic potency. 

Dr. Hoffman also questioned the correlations observed be- 
tween clinical doses of neuroleptics and their affinity for D, 
dopamine receptors (3, 4). He pointed out that H]haloper- 
idol was used as the radioligand for assaying dopamine recep- 
tors in obtaining these correlations, and it is now known that 
PH]haloperidol will label both sigma receptors and D, dopa- 
mine receptors (5). Thus, he argued, the correlations obtained 
reflect sigma receptors instead of D, dopamine receptors. 

It is important, however, to examine this contention in the 
light of the properties of the D, dopamine and sigma receptors 
and the experimental conditions used in obtaining the corre- 
lations. It is clear that [*H]haloperidol will label both D, do- 
pamine and sigma receptors (5), and in the caudate nucleus— 
the tissue used for obtaining the correlations (3, 4)— 
PH]haloperidol binding is likely to represent roughly equal 
contributions from D, dopamine and sigma sites as well as 
some nonspecific binding. If, however, specific [3H]halo- 
peridol binding is defined, as it was in the experiments for the 
correlations, using 0.1 „M (+)-butaclamol, the specific binding 
will represent the D, dopamine receptor contribution (5). 

The correlations were, however, obtained in competition 
experiments, and the competition for this specific [>H]halo- 
pericol binding will reflect the receptor site for which the com- 
petitor has the higher affinity. Examination of the published 
data (3-5) shows that the competitors used have either rather 
similar affinities for D, dopamine and sigma sites (haloper- 
idol, fluphenazine, molindone) or much higher affinities for 
D, receptors (spiperone, clozapine, thioridazine, thiothixene). 
In either case, the affinities seen in the competition experi- 
ments will be reasonable approximations of the real affinities 
for the D, dopamine receptor. Therefore, the correlations with 
clinical drug doses do reflect interactions of the neuroleptic 
drugs at the D, dopamine receptor. 

This is not to say that D, dopamine receptor blockade is the 
only means for achieving antipsychotic action. It will be of 
great interest, for example, to examine correlations between 
clinical drug doses and the affinities of drugs at the D; dopa- 
mine receptor (2). 
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DR. PHILIP G. STRANGE 
Canterbury, United Kingdom 


Dr. Hoffman Replies 


Sir: It was the thrust of my argument that the original re- 
ports of the correlation of D, receptor binding and clinically 
effective doses of neuroleptics could apply equally well to 
sigma receptor affinities of these drugs. Dr. Strange, in the last 
sentence of his third paragraph, is perhaps making more of 
my argument than I chose to. Further, the differences between 
(196)- and (+)-butaclamol are not so absolute as Dr. Strange 
would represent them to be, and this pair of drugs was not 
used in all of the original experiments on which these assump- 
tions are based, as is alluced to in Dr. Strenge’s fifth para- 


graph. 


DOUGLAS W. HOFFMAN, PH.D. 
Hanover, N.H. 


Bupropion, ECT, and Dopaminergic Overdrive 


Sir: Reminding us that the effects, both therapeutic and ad- 
verse, of new treatments may not be fully apparent until some 
time after widespread use, Israel Liberzon, M.D., and col- 
leagues (1) recently described their unfortunate experience 
with bupropion in an older man with parkinsonism and delu- 
sional depression. Delirium developed within 3 days of the 
introduction of modest doses of bupropion to an ongoing regi- 
men of amantadine, haloperidol, and benztropine; it cleared 
with the discontinuation of bupropion. The authors specu- 
lated that a pharmacodynamic interaction between bupropion 
and amantadine, resulting in “dopaminergic overdrive,” pro- 
moted delirium in this patient. 

While we are aware of the potential deleterious clinical im- 
plications of bupropion’s actions on dopamine systems (2), we 
would like to add another possible factor in this case that was 
not mentioned in the authors’ otherwise thorough discussion: 
the (successful) course of ECT that preceded (by an unspeci- 
fied interval) the initiation of bupropion treatment. A growing 
body of preclinical and clinical data suggests dopaminergic 
effects of chronic electroconvulsive shock in rat models and 
ECT in patients with depression and/or Parkinson’s disease. 
Building upon an earlier database showing that repeated elec- 
troconvulsive shock enhances dopamine-mediated locomotor 
behaviors, more recent animal studies have documented in- 
creases in the number (3) and function of dopamine D, recep- 
tors (with enhanced basal release of dopamine) in several 
brain regions, including the striatum, following chronic elec- 
troconvulsive shock. In our ongaing clinical studies at the Na- 
tional Institute of Mental Health (4), we are observing a mean 
30% rise from medication-free baseline in CSF concentrations 
of the principal dopamine metabolite homovanillic acid fol- 
lowing completion of a course of ECT. Finally, in an experi- 
mental paradigm probably closest to the clinical situation re- 
ported by Dr. Liberzon and éssociates, Balldin et al. (5) 
demonstrated increased postsynaptic dopamine receptor sen- 
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sitivity after ECT, as gauged by prolactin suppression in re- 
sponse to intravenous challenges of the nonspecific dopamine 
agonist apomorphine in samples of both depressed and 
parkinsonian patients. 

Thus, the dopaminergic synergism of bupropion and aman- 
tadine described by Dr. Liberzon and associates may have ex- 
erted the unusual potency seen in their patient because of an 
already (post-ECT) potentiated dopaminergic substrate, with 
driven transmitter output zs well as heightened receptor re- 
sponsiveness. The threshold for adverse effects, e.g., delirium, 
was thus lowered. 

The relation of the reported dopamine system changes to 
either the antidepressant/antipsychotic or antiparkinsonian 
effect of ECT remains speculative (4). We endorse the caution 
advised by Dr. Liberzon and colleagues in the concurrent use 
of bupropion and dopamine agonists, and we recommend chat 
ECT be included among the latter. 
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MATTHEW V. RUDORFER, M.D. 
HUSSEINI K. MANJI, M.D. 
WILLIAM Z. POTTER, M.D., PH.D. 
Bethesda, Md. 


Dr. DeQuardo and Associates Reply 


Sm: We appreciate the opportunity to respond to Dr. Ru- 
dorfer and associates. We reported the case of a 76-year-old 
man with delusional depression and parkinsonism who devel- 
oped delirium 2 days after receiving ECT and approximately 
72 hours after bupropion, 75 mg b.i.d. (cumulative dose=450 
mg), was added to his regimen of amantadine (100 mg t.i.d.), 
haloperidol (2 mg h.s.), and benztropine (2 mg h.s.) for pro- 
phylaxis against recurrence of depression. Prior to this he had 
responded well, in terms of both the mood disorder and the 
parkinsonism, to seven bilateral ECTs. We suggested that de- 
lirium may have been the result of dopaminergic overdrive 
associated with the combination of bupropion and amanta- 
dine. 

Dr. Rudorfer and his colleagues suggest that dopaminergic 
activity may have been further increased by the patient’s recent 
ECT. They base this assertion on their work demonstrating 
increased CSF homovanillic acid levels in 12 endogenously 
depressed patients 7 days after completing a course of ECT, 
as well as previous work saggesting increased D, receptor 
number and function and increased postsynaptic dopamine 
receptor sensitivity after ECT. However, enhanced dopami- 
nergic function after a course of ECT has not been demon- 
strated in previous studies (1, 2). Nonetheless, the finding of 
Dr. Rudorfer and associates is consistent with the time course 
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of development of delirium in our case. Enhanced dopami- 
nergic function after ECT is also congruent with the improve- 
ment in parkinsonism seen in our patient. 

We continue to advise caution in the combined use of bup- 
ropion and dopaminergic agents. This warning may need to 
be extended to include recent treatment with ECT as well. 
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JOHN R. DEQUARDO, MLD. 
ISRAEL LIBERZON, M.D. 
KENNETH R. SILK, M.D. 

Ann Arbor, Mich. 


Trauma in Childhood 


Sir: The report by Lenore C. Terr, M.D., on childhood trau- 
mas (1) calls for comment. For 40 years all pathology has been 
blamed on either mother, society, or some traumatic event. 
Animal breeders have always known that basic temperamen- 
tal traits are genetically transmitted and determine the organ- 
ism’s response to stress or trauma. Dr. Terr postulates that a 
trauma or traumas produce certain lasting changes in the child 
which manifest themselves as symptoms. Another dimension 
must be added. The child’s temperamental traits will influence 
the child’s reaction. Concentration camp living produced last- 
ing pathology in many children, but the majority have done 
surprisingly well. 

Another important dimension in the study of traumatic ex- 
periences has to do with memories. The most common reac- ` 
tion is repression, with a gradual return of memory over vary- 
ing lengths time. Psychiatry has judged this as pathological, 
with intervention aimed at bringing memories into conscious- 
ness. The treatment of battle casualties in World War II was 
based on this belief. The unfortunate results of this therapy 
led the military to abandon this form of treatment. The repres- 
sion of painful memories may be the most successful method 
of dealing with such traumas (2). Let us not go against nature 
until we are certain that we can produce a better outcome. 

The temperamental traits present before the trauma must 
be accounted for, and the possible benefit or change from the 
suppression of painful memories is not known and should not 
be interfered with until we know more. 
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HANS R. HUESSY, M.D. 
Burlington, Vt. 


Dr. Terr Replies 


Sir: Dr. Huessy points out correctly that there are many 
factors—genetic, constitutional, internal, and external—that 
lead to various personality traits and psychological changes in 
children. Focusing, as I do, upon one single factor, i.e., child- 
hood trauma, does not constitute “blaming,” however. Along 
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these same lines, repression is not bad or good. Living through 
traumatic childhood events does not have to be classified as 
normal or disordered. I wrote the article as a clinical digest of 
the entire gamut of externally derived traits, defenses, and 
problems (normal and abnormal) that follow traumatized 
children into adult life. I do not intend to cast value judgments 
on ary of these. 


LENORE TERR, M.D. 
San Francisco, Calif. 


Behavioral Disorders in Animals 


Sir: I was extremely pleased to note the letter from Judith 
L. Rapoport, M.D., about her success with a naturalistic ani- 
mal model of psychiatric disorder (1). I am a veterinarian in- 
terested in animal behavior and am also Board-certified in 
human psychiatry. 

Animal studies are a most important area from which we 
can learn a great deal. For example, why do not other animals, 
with the exception of the harvester ant, wage war, even though 
they can cooperate in other respects? 

More specifically, the repetitive paw-licking compulsive 
syndrome Dr. Rapoport described as responding to clomi- 
pramine is a good example of the proper use of the buzzword 
“biopsychosocial.” This behavior is most likely to be found 
in certain genetic breeds and in certain personality types— 
often inhibited or introverted, often with neglectful or overat- 
tentive owners, and often in animals restricted to confined 
quarters with inadequate exercise. 

To answer Dr. Rapoport’s request, I know of only a few 
psychiatrists who are knowledgeable in this area. However, I 
suggest that she contact veterinarians, many of whom have 
long treated habit and behavioral problems with whatever 
medication and/or corrective methods were available at the 
time. In my memory, this goes as far back as the consecutive 
use of triple bromides and barbiturates to phenothiazine and 
the kenzodiapezines. The use of hormones and hormonal ma- 
nipulation is very common in veterinary medicine and even 
extends to castration and spaying (oophorectomy). 
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IRWIN ROTHMAN, V.M.D., D.O., M.D. 
Philadelphia, Pa. 


Dr. Rapoport Replies 


Sra: I agree entirely with Dr. Rothman’s comments that 
naturalistic studies of animals are of considerable interest for 
psychiatry and have been insufficiently studied. 

A gratifying number (over 50) of veterinarians and/or psy- 
chiatrists responded to my letter, adding considerably to my 
knowledge about psychopharmacological practice in veteri- 
nary medicine and the efficacy of other biological treatment 
(e.g., electroshock) in behaviorally disabled animals. 

Asa result of this exchange, collaborative studies have been 
initiated. Iam impressed with both the collegiality and sophis- 
tication of the veterinary community. 


JUDITH L. RAPOPORT, M.D. 
Bethesda, Md. 
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LETTERS TO THE EDITOR 


Cortical Glucose Metabolism and Clinical Depression 


Sir: I was interested to read the article by Jean-Luc Marti- 
not, M.D., and associates on cortical glucose metabolism and 
clinical depression (1). The authors descriked a statistically 
significant association between a left-right asymmetry in pre- 
frontal glucose metabolism and the clinical state of major de- 
pression. However, in order to appreciate the practical signifi- 
cance of their findings, some further clar_fication of their 
results may be necessary. 

First, the key difference between their 10 patients when de- 
pressed and 10 nondepressed control subjects and the same 
depressed patients following treatment was < higher mean+SD 
right-left ratio of prefrontal metabolism (1 0210.03) among 
the depressed patients than among the ozher two groups 
(0.9940.01 and 0.99+0.03, respectively). While the authors 
found a statistically significant difference between these ratios 
by using parametric statistics, the actual difference represents 
only a 3% change in ratio. Between the dep-essed and recov- 
ered state, the mean absolute increase in prefrontal glucose 
metabolism of the patients was approximately 4% in the right 
hemisphere and 7% in the left, a relatively small difference. 
Given the small sample size and the modest zhange in ratio, it 
would be reassuring to know whether an equivalent nonpara- 
metric statistical test would also show a signaficant difference. 

Second, it would be helpful if the authors could give an idea 
of how meaningful a right-left ratio change >f 3% in prefron- 
tal metabolism is. For example, is a differeace of this degree 
observable when one is visually comparing -econstructed im- 
ages of depressed and nondepressed patients? 

Third, the authors presented data that suggest 2 relative 
hypermetabolism in striatal regions of the petients when in the 
depressed state compared with the control subjects and the 
patients when in the nonde>ressed state (meen+SD normalized 
rates, 1.1520.16, 1.09:0.98, and 1.09+0.12, respectively). 
This difference is on the crder cf 5% and is in the opposite 
direction from and of a greater magnitude than that described 
for prefrontal areas. However, it is not statistically significant, 
presumably because of the greater variability in striatal re- 
gional metabolism. (The reason for this greater variability in 
striatal regions than in the cortex is not expleined in the article, 
but presumably it is due to difficulties in defining striatal struc- 
tures precisely.) The authors offered no comment on the stria- 
tal findings, which is unfortunate considering previous reports 
(2) of caudate hypometabolism in major depression. Further- 
more, it would have been interesting to know whether right- 
left asymmetry in striatal regions was associated with depres- 
sion in this sample. 

Finally, although the authors looked for correlations be- 
tween left prefrontal glucose metabolism end clinical scores 
of depression, an alternative procedure might have been to 
examine the correlations between change ir depression scores 
and change in metabolism or asymmetry -atio from the de- 
pressed to the nondepressed state in prefrontal, striatal, and 
other regions of interest. 
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Dr. Martinot and Associates Reply 


Sr: We are most grateful to Dr. Morris for his attention to 
our article, and we are pleased to answer with information re- 
garding our results. First, the reduction in right-left ratio of pre- 
frontal cortex metabolism in the depressed patients which we 
found to be significant with a paired t test remained significant 
with a nonparametric Wilcoxon signed-ranks test (N=10, 
p=0.04). Second, this difference is not as small as it seems. In 
patients, it is about six times larger than the intrasubject vari- 
ability and was observable on reconstructed images. 

Third, as pointed out by Dr. Morris, the difference found 
in the striatal regions was larger but much more variable, 
which explains its nonsignificance, for the reason invoked by 
Dr. Morris (the small size cf the striatal regions with respect 
to the axial resolution of our camera). We feel that it is hard 
to draw any conclusion from this absence of difference. As for 
a hypothetic striatal right-left asymmetry, we found no asym- 
metry either before treatment (p=0.48) or after (p=0.69). 

Fourth, we agree with Dr. Morris that correlations between 
clinical depression ratings and metabolism would be ex- 
tremely interesting. However, due to the small sample size, it 
would be unwise to multiply the number of statistical tests 
because of a higher risk of type I error. 


J.-L. MARTINOT, M.D. 

B.M. MAZOYER, M.D., PH.D. 

P. HARDY, M.D., PH.D. 

A. FELINE, M.D. 

A. SYROTA, M.D., PH.D. 

Orsay and le Kremlin-Bicétre, France 


Cyclothymic Mood Swings in Major and Minor Psychiatric 
Disorders 


Sm: The findings of Christopher G. Fichtner, M.D., and as- 
sociates (1) on the similar prevalence of cyclothymic symp- 
toms at follow-up in 38 unipolar depressed, 27 bipolar, 27 
other “nonpsychotic, nonaffective,” and 35 schizophrenic pa- 
tients are surprising. There are four points in this article that 
are problematic. 

1. The authors’ method of assessing cyclothymia is super- 
sensitive: it not only detects the behavioral manifestations of 
cyclothymia {pure cyclothymia) but detects persons with only 
subjective feelings of mood swings (pseudocyclothymia). This 
latter group is not a part of the cyclothymic-bipolar spectrum 
(2). 
2. The high rate of cyclothymia (61% in their 38 unipolar 
depressed patients) deserves further attention. The authors did 
not mention how many unipolar depressed patients had had 
their first or second depressive episode. The mean age was not 
mentioned separately for the four diagnostic subgroups, but 
the total sample of patients was quite young, with a very small 
standard deviation (23.1+3.6 years). Since for two-thirds of 
bipolar depressed patients the first episode is depressive (3), 
and many young patients (particularly those who are retarded, 
obsessional, or psychotic) with a first major depressive episode 
are not unipolar (3), a relevant proportion of the authors’ 38 
unipolar depressed patients might have been having the first 
or second depressive episode of their bipolar disorder. In this 
case, the high frequency of cyclothymia in the authors’ “uni- 
polar” patients at follow-up reflects the original bipolarity 
rather than psychopathology in general. Dr. Fichtner and col- 
leagues mentioned only that 14 (47%) of a subset of 30 of the 
unipolar patients had experienced a major affective episode 
during the last year of the follow-up, but they did not specify 
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the polarity of these episodes. How many patients had become 
bipolar I or bipolar II at follow-up? 

3. To consider their 27 other psychiatric patients (six with 
borderline personality, four with anorexia or bulimia, etc.) as 
having “nonpsychotic, nonaffective” disorders may be a mis- 
take. There is scientific evidence that these conditions are ge- 
netically, biologically related to primary affective illness, and 
a relevant part of such patients show full-blown depressive 
and/or (hypo)manic episodes during the further course of their 
illness (4-6). Considering this, it is not surprising that five 
(33%) of a subset of 15 of the “nonaffective” patients showed 
major affective episodes (depression and/or mania) during the 
last year of the 2—-6-year follow-up period, supporting the find- 
ings (4-6) on the underlying unipolar and bipolar diathesis of 
this population. 

4. Fourteen (45%) of a subset of 31 of the schizophrenic 
patients had experienced major affective episodes (32% de- 
pression only, and 13% both depression and mania) in the last 
year of the follow-up period. This surprisingly high rate calls 
into question the validity of the original diagnosis, particularly 
since the mean age of the total sample was 23.1 years, and the 
majority (77%) of the patients had had their first or second 
hospital admissions. What percentage of the authors’ schizo- 
phrenic patients showed schizophrenic relapse during the fol- 
low-up? Upon observing major depressive, and particularly 
depressive and manic, “relapses” in young schizophrenic pa- 
tients after their first or second hospital discharge, the first 
duty is to revise the original diagnosis (to exclude the possi- 
bility of the misdiagnosis of psychotic major depression, psy- 
chotic mania, and schizoaffective illness as schizophrenia) 
rather than to publish these findings as new results. 
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ZOLTAN RIHMER, M.D. 
Budapest, Hungary 


Dr. Fichtner and Colleagues Reply 


Sir: Dr. Rihmer raises several interesting questions about our 
study of cyclothymic symptoms. First, as we have noted, our 
assessment of cyclothymia was highly sensitive, targeted at pe- 
riodic mood swings not necessarily accompanied by prominent 
neurovegetative signs. Our sample of cyclothymic patients in- 
cluded many who might be classified as “pseudocyclothymic” 
by the criteria of Akiskal et al. (1). A major issue concerns the 
scope of the continuum between subaffective mood swings and 
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major affective disorders (1, 2). It is not known whether cy- 
clothymic syndromes resembling major affective disorder are 
closely related to mood swings not meeting diagnostic criteria 
for a cyclothymic disorder (1, 2). Our findings indicate that 
mood swings may be significant, in that they are associated with 
poorer psychosocial functioning, as well as other aspects of psy- 
chorathology, in a broad range of patients. 

Second, Dr. Rihmer questions whether our unipolar de- 
pressed patients included many early manic-depressive patients 
whose bipolar illness had not been manifest at follow-up. We 
have studied this question in our sample through 10 years of 
follow-up and found that only a minority (under 15%) of pa- 
tients initially diagnosed as having unipolar depression de- 
velop a subsequent bipolar course. Whereas manic-depres- 
sive Datients often present initially with major depressive and/or 
dysthymic phenomenology, our follow-up data are consistent 
with expectations, given the relatively low prevalence of bipolar 
disorder in comparison with unipolar depression. 

Third, Dr. Rihmer points out that the concept of an affective 
specirum of illness may apply to patients in our nonpsychotic, 
nonaffective group. This is possible for a percentage of these 
patients, some of whom developed subsequent major affective 
episodes. However, even when patients with major affective 
syncromes were excluded from the overall sample, a trend 
toward poorer functioning associated with subaffective mood 
swings remained. This may reflect an affective spectrum dia- 
thesis or, possibly, other factors influencing mood and vulner- 
ability to psychopathology. 

Fourth, Dr. Rihmer questions whether a percentage of our 
schizophrenic patients might more appropriately have been 
rediagnosed as having psychotic depression, psychotic mania, 
or schizoaffective illness. Our research suggests that such a 
revision is not appropriate for most of these patients. Schizo- 
phrenic patients may develop depression for various reasons 
(3, 4), including neuroleptic side effects (4). Very few (under 
15%) of our schizophrenic patients had developed mania at 
follcw-up. Support for their original diagnosis includes fol- 
low-up data showing a characteristic schizophrenic course in- 
volving intermittent or prolonged psychosis and poor overall 
functioning. Even so, one of our most interesting findings was 
that schizophrenic patients with mood disturbances showed 
more psychosocial impairment than those without. This leads 
us to question whether some types of affective disruption, or 
factors associated with it, may be an additional debilitating 
factor in schizophrenia. In the light of prior research on affec- 
tive symptoms and schizophrenia, this issue appears to war- 
rant further investigation. 
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Hypnotizability and Dissociation 


Sir: Fred H. Frankel, M.B., Ch.B., D.P.M., in his admirable 
article “Hypnotizability and Dissociation” (1), invites his 
readers to refrain from aczepting too readily the perspective 
that dissociation, like hypnotizability, “lies along a contin- 
uum.” He thereby implicitly urges us to return to the narrow 
concepts of Pierre Janet, the first serious student of dissociative 
phenomena, in preference to the broader definitions of Bern- 
heim, which were accepted by most contemporary authors. 
Unfortunately, Dr. Frankel’s quote which purports to show 
that Janet warned against attaching too much importance to 
“disaggregation” (dissociation) does not accurately reflect 
Janet’s views, and it does not appear in the reference provided. 
For Janet, dissociation and narrowing of consciousness were 
at the core of hysteria. Dissociation was defined as the sepa- 
ration of memories and functions from ordinary conscious- 
ness (usually in response to traumatic experiences) and their 
continued manifestations in the orm of somatic expressions, 
visual images, dream disturbances, and behavioral reenact- 
ments, relatively independent of conscious control and aware- 
ness. Janet viewed amnesia, rather than suggestibility, as the 
fundamental issue in patients with hvsteria, although he rec- 
ognized that dissociation resulted in enharced suggestibility 
(2, 3). He thought that the seemergence of dissociated material 
occurs along lines of what we would today call state-depend- 
ent learning. This is quite different from Freud’s later concept 
of repression, although Breuer and Freud's initial formula- 
tions were derived from and similar to Janet’s work (4, 5). 

Janet wrote that hypnotically induced trances are controlled 
iatrogenic conditions with amnestic barriers similar to disso- 
ciative states. Hypnosis can both facilitate retrieval of ordi- 
nary memories and help gain access to dissociated emotional 
states such as traumatic memories (2, 3). 

We agree with Dr. Frankel’s call for precise definitions of 
terms and careful investigations. We hope that these, coupled 
with developments in understanding the nature of memory 
processes, can move us beyond the century-old observations 
of Janet. 
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ONNO VAN DER HART, PH.D. 
Utrecht, The Netherlands 
BESSEL VAN DER KOLK, M.D. 
Boston, Mass. 


Dr. Frankel Replies 


Sir: The affirming comments on my article by informed col- 
leagues such as Dr. van der Hart and Dr. van der Kolk are 
much appreciated. I believe, however, that they have misread 
the citations to my reference list. 
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Janet’s comments on the plasticity of somnambules who 
“always confirm our own ideas” can be found on pages 136 
and 137 in the 1889 edition of L’Automatisme Psychologique 
(reference number 5 in my article). The comment in the sen- 
tence preceding that quotation in my article, concerning 
Janet’s warning to his readers not to make too much of his 
notion of “disaggregation,” was nowhere referenced in the 
text of my article, nor was its source placed in the reference 
list. 

Janet on more than one occasion recorded his concern that 
the importance of his ideas had been exaggerated. I will refer 
my esteemed colleagues to but one such reference in his Psy- 
chological Healing, volume 1 (1). Claiming authorship in 1889 
of the idea that there is a modification of awareness in hysteria, 
and that this “subconsciousnaess [is] due to psychological dis- 
aggregation” (pp. 595-596), Janet then stated (p. 672), “And 
I have sometimes been rather rueful while watching the devel- 
opment of the idea, while watching its undue success.” Further 
along in the text on page 672 he stated, 


I do not think that the subconscious is worthy of so much 
honour, and I believe that a single precaution will enable us 
to confine it to its proper role. A psychological phenomenon 
which is always in reality a particular form of the subject’s 
behavior, must invariably be something which an observer 
can detect. What we have to shun is the subconscious which 
we never see, and which we can only construct imagina- 
tively . . . .The exaggerations which have discredited admi- 
rable studies must put us upon our guard against the hasty 
interpretations of those who are too ready to base their con- 
clusions upon psychological notions which are still ex- 
tremely tenuous. 


I believe my comment that Janet warned his readers not to 
make too much of the notion of disaggregation does indeed 
accurately reflect his views. 
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FRED H. FRANKEL, M.B., CH.B., D.P.M. 
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Dissociative Disorders and Complex Partial Seizures 


Sr: The article by James A. Chu, M.D., and Diana L. Dill, 
Ed.D. (1) on the relation between childhood abuse and disso- 
ciztive symptoms and their significant prevalence in a psychi- 
atric population is a solid contribution to a growing area of 
nezded clinical awareness. In this connection, I have found 
clinical manifestations of ccmplex partial seizures in several 
psychiatric patients with histories of abuse, especially when 
sexual abuse was involved. Most of these were later confirmed 
by EEG and/or trials of anticonvulsant medication. As a con- 
sequence, I have learned that in assessing abused patients, it 
is necessary to rule out not cnly posttraumatic stress disorder 
(PTSD) and dissociation but also this seizure disorder. 

A recent study of a small population (2) found that sexually 
abused female borderline patients had a high occurrence of 
documented or suspected complex partial seizures. Surpris- 
ingly, in that same study, the patients with physical abuse only 
did not show this epileptic disorder. The authors suggested 
that in sexually abused patients with no known head trauma, 
the etiology may possibly be found in the hypothetical “kin- 
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dling” of alterations in the limbic system. If this suggestion 
proves correct, psychic seizures, like PTSD, would in some 
cases have their origin in a psychological trauma of a specific 
type. This seizure disorder, either ictally or interictally, mani- 
fests many of the symptoms mentioned by Dr. Chu and Dr. 
Dill as characteristics of dissociation, namely, depersonaliza- 
tion, derealization, amnesia, auditory hallucinations, and psy- 
chosis-like experiences. Furthermore, these limbic seizures are 
often difficult to differentiate from dissociative behavior (3, 
pp. 1037-1038). Consequently, unless these seizures were in- 
deed ruled out by Dr. Chu and Dr. Dill, some of their cases 
may have involved psychomotor seizures instead of or con- 
current with dissociative phenomena. 

Dissociative reactions and psychic seizure episodes have 
similar traumatic etiologies and clinical manifestations, but 
their internal mechanisms and therapeutic requirements are 
markedly different. Untreated seizures can complicate the psy- 
chotherapy of dissociative disorders. Since the treatment of 
these seizures is quite different from that of dissociation, re- 
quiring anticonvulsive medication, differential diagnosis is im- 
perative. 

Speaking in general, the frequent confusion of this seizure 
disorder with psychiatric illnesses, the resulting treatment fail- 
ures, and repeated reentries of such patients into the mental 
health care system have been noted in the literature (4), as has 
the lack of a specific diagnostic category in DSM-III-R (3). 
The inclusion of accurate diagnostic criteria for PTSD in 
DSM-III led to increased identification and treatment of that 
syndrome. Clear diagnostic criteria for complex partial sei- 
zures in DSM-IV would, no doubt, facilitate the recognition 
of this underdiagnosed disorder. 
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WAYNE H. PETERSON, PH.D. 
Phoenixville, Pa. 


Dr. Chu Replies 


Sir: Dr. Peterson’s comments concerning our finding of high 
levels of dissociative symptoms in psychiatric inpatients with 
histories of childhood abuse are quite interesting. There have 
been a number of reports in the literature of complex partial 
seizures in patients who were abused in childhood. However, 
there has been considerable debate as to whether all these pa- 
tients actually had complex partial seizures. For example, in 
our article we reported, “Only three of seven patients had EEG 
abnormalities sufficient to corroborate the treatment team’s 
clinical impression” of complex partial seizures (p. 215). 
There have also been reports of a number of patients with 
complex partial seizures having multiple personality disorder, 
but there is considerable question as to whether these patients 
actually had classic multiple personality disorder (1). 

There seem to be both quantitative and qualitative differ- 
ences in the nature of dissociative symptoms in patients who 
have organic disorders and those who have psychogenic dis- 
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orders. Our clinical experience has suggested that patients 
with temporal lobe dysfunction have generally milder disso- 
ciative symptoms, as well as relatively less amnesia. Our clini- 
cal observations are supported by three independent investi- 
gations (1-3) using the Dissociative Experiences Scale (4), 
which we also used in our study. All three studies compared 
scores on this scale of patients who had dissociative disorders 
with scores of patients who had complex partial seizures. The 
scores of the patients with complex partial seizures were gen- 
erally only slightly above normal levels, as opposed to the 
highly elevated scores of the patients with dissociative disor- 
ders. For example, in Loewenstein and Putnam’s study (2), the 
median Dissociative Experiences Scale score was 6.8 for pa- 
tients with complex partial seizures, 28.75 for patients with 
posttraumatic stress disorder, and 47.5 for multiple personal- 
ity patients, as compared to the previously established median 
score of 4.3 for normal subjects (4). The modest elevation in 
the scores of the patients with complex partial seizures was 
due primarily to elevation of the score on the depersonaliza- 
tion/derealization subscale and not due to amnesia. 

The actual prevalence of patients with dissociative symp- 
toms and childhood abuse who have neuropsychiatric disor- 
ders is still unknown but is currently being actively investi- 
gated by us. At this time the findings strongly suggest that 
patients who have a high level of dissociative symptoms, as 
determined by a high score on the Dissociative Experiences 
Scale, are likely to have a psychogenic dissociative disorder 
rather than complex partial seizures. However, given the over- 
lap in symptoms of patients with complex partial seizures, it 
would seem prudent for patients who present with dissociative 
symptoms to undergo a comprehensive neurologic evaluation. 
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JAMES A. CHU, M.D. 
Belmont, Mass. 


Computerized Literature Searches 


Sm: We read with great disappointment the article by Joseph 
C. Bareta, M.S., and associates (1) comparing manual and 
Medical Literature Analysis and Retrieval System (MED- 
LARS) reviews of the literature on consultation-liaison psy- 
chiatry. It is evident that the authors were not cognizant of the 
fact that through the use of a professional librarian, the search 
logic would have been constructed so as to ensure a greater 
percentage of retrieval. Therefore, it is not surprising that in 
their study, Mr. Bareta and associates retrieved only 65% of 
the journal articles by using MEDLARS. However, it is mis- 
leading to assume that their result reflects anything more than 
a misunderstanding of computerized bibliographic retrieval. 

At its most basic. MEDLARS is the computerized version 
of Index Medicus, which uses a controlled vocabulary to pro- 
duce a list of citations by subject. To retrieve the maximum 
number of citations, the searcher must be familiar with the 
Medical Subject Headings (MESH) and understand the index- 
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ing methods of the database being searched. The ability of the 
program to include “free text” words from the title and ab- 
stract in a search strategy is helpful to the searcher, but it is 
truly relevant only in cases where the topic is too new to have 
its own MESH term or the concept is not well covered by 
indexing. 

All professional librarians know the limitations of comput- 
erized searching and are careful to explain to their patrons 
that the best search will not incluce books, conference papers, 
chapters from anthologies, and any articles from journals not 
indexed. But to imply that a computerized literature review 
will retrieve little more that half of the relevant articles from 
core journals is utterly false. 
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Dr. Lyons and Associates Reply 


Sir: Our article appears to have stimulated considerable 
angst among medical librarians, as this is the third such letter 
we have responded to. Mr. Baxter and Ms. Heffner’s letter is 
consistent with earlier letters on two points. First, they con- 
tend that if only we had used a medical librarian, our search 
would have been more successful. In fact, we did use a medical 
librarian, and she assisted us in developing tke search strategy 
we used. Several passes through the database were made to 
identify which strategy appeared to be most effective. We do 
not see the shortcomings of the computerized search as reflect- 
ing on the librarian. Furthermore, we would again caution 
that, increasingly, computerized literature searches are adver- 
tised for use by persons who are not librazians. We suspect 
that searches by untrained individuals would be less thorough 
than the one we published. 

Second, Mr. Baxter and Ms. Heffner claim that our results 
are “utterly false.” We see this eccusation as rather reckless, 
particularly since our results are quite consistent, in terms of 
identified relevant articles and not-identified irrelevant arti- 
cles, with other reports on the accuracy of computerized 
searches (1—4). Rather then accusations and uncorroborated 
testimonials (5), empirical documentation of accurate meth- 
ods of searching computerized literature databases is needed. 

We have no doubts that computerized literature searches 
are an important contribution tc the advance of science. They 
provide an important first step toward identifying key articles 
in a field of inquiry. Our results and the findings of others 
(1—4), however, caution that these searches are not sufficient 
to identify all key articles. Such a statement seems neither revo- 
lutionary nor heretical. Mr. Baxter and Ms. Heffner should 
attempt to replicate our study before deciding that our results 
are false. If nothing else, they should talk to some of their 
patrons several months after providing them with computer- 
ized searches and see just how complete these searches have 
proved to be. 
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2. Bernstein F: The retrieval of randomized clinical trials in liver 
diseases from the medical literature: manual versus MEDLARS 
searches. Controlled Clin Trials 1988; 9:23-31 

3. Dickersin K, Hewitt P, Mutch L, et al: Perusing the literature: 
comparison of MEDLINE searching with a perinatal trials data- 
base. Controlled Clin Trials 1985; 6:306-317 

4, Poynard T, Conn HO: Thz2 retrieval of randomized clinical trials 


in liver disease from the medical literature: a comparison of 


MEDLARS and manual methods. Controlled Clin Trials 1985; 
6:271-279 

5. Gagnon K: Manual and computer-assisted literature searches 
(letter). Am J Psychiatry 1991; 148:549 


JOHN S. LYONS, PH.D. 

DAVID B. LARSON, M.D., M.S.P.H. 
JOSEPH BARETA, MSS. 

JOSEPH ZORC, B.A. 

Chicago, IH. 


Maladaptive Denial of Pregnancy 


Sr: David H. Strauss, M.D., and associates have cogently 
argued for the inclusion in DSM-IV of a subtype of adjustment 
disorder called “with maladaptive denial of physical disorder” 
(1). Although I agree that such a subtype would have great 
clinical utility, I am concerned that its proposed wording 
leaves out a related entity waich is important to clinicians: the 
maladaptive denial of pregnancy. Although pregnancy is not 
a disorder, denial of pregnancy is a serious psychiatric symp- 
tom that may place a woman and her fetus at high risk of 
complications, such as lack of prenatal care, postpartum emo- 
tional disturbance, precipitous or unassisted delivery, fetal 
abuse, and neonaticide (2, 3). 

Inclusion of maladaptive denial of pregnancy in this pro- 
posed subtype would facilitate its recognition, charac- 
terization, and treatment. This could be accomplished by 
changing the language to “maladaptive denial of physical con- 
dition.” The text could also specifically mention that denial 
of pregnancy is included, in order to underscore this point and 
avoid confusion. As with other symptoms covered by this sub- 
type, it would be differentiated from psychotic denial of preg- 
- nancy occurring in the context of other axis I disorders (4). It 
could also be distinguished from pregnancies kept secret from 
others but not actually denied by the patient (5). 
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LAURA J. MILLER, M.D. 
Chicago, Ill. 


Dr. Strauss and Associates Reply 
Sir: Dr. Miller suggests that the proposed diagnostic cate- 


gory be broadened to include instances of maladaptive denial 
of pregnancy, which is better described as a physical condition 
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than a physical disorder. We agree, and feel that in circum- 
stances in which, as a reaction to the symptoms, signs, or di- 
agnosis of pregnancy, a woman persistently denies being preg- 
nant or behaves in such a way as to indicate that she minimizes 
the significance of being pregnant, this diagnosis may be ap- 
propriate. 

It seems to us, however, that pregnancy would be the only 
physical condition appropriately included. The term “condi- 
tion” is nonspecific and could be applied to a range of normal 
physical changes accompanying, for example, puberty, meno- 
pause, or aging. Although denial of these changes may occur 
and lead to increased risk for the individual (e.g., an elderly 
person who undertakes a vigorous exercise regimen without 
consulting a physician), we think such a concept of maladap- 
tive denial would be considerably broader than that which we 
intended and would be of less clinical diagnostic value. There- 
fore, we think that rather than change the name of the disor- 
der, it is preferable to note in the criteria that pregnancy is 
included. We thank Dr. Miller for her thoughtful comments. 


DAVID. H. STRAUSS, M.D. 
ROBERT L. SPITZER, M.D. 
PHILIP R. MUSKIN, M.D. 
New York, N.Y. 


Evangelical Christian Psychiatrists 


Sir: As an evangelical Christian and a psychiatrist, I com- 
mend Marc Galanter, M.D., and associates for their excellent 
article “Christian Psychiatry: The Impact of Evangelical Belief 
on Clinical Practice” (1). I would like to state that in addition 
to the Christian Medical and Dental Society, evangelical 
Christian psychiatrists (also psychologists and other mental 
health professionals) belong to the American Scientific Affili- 
ation (Dr. Robert L. Herrmann, Executive Director, P.O. Box 
668, Ipswich, MA 01938) and to the Christian Association 
for Psychological Studies. 
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WALTER C. JOHNSON, M.D. 
Hanover, Mass. 


Third-Party Management of Utilization of Health Services 


Sir: Although each is fine in its way, neither the article by 
Gary L. Tischler, M.D., on utilization management of mental 
health services (1) nor the complementary editorial by Steven 
S. Sharfstein, M.D. (2) sufficiently emphasized a major liabil- 
ity of claims management as presently practiced in the United 
States. I refer to the ousting of treating psychiatrists from their 
direction of ongoing care when their judgment is overridden 
by claims managers who “advise” altering the kind or inten- 
sity of the treatment with the clear purpose of reducing their 
employer’s costs. In some parts of the country this has become 
a significant barrier to safe, effective treatment. 

One example is claims reviewers who suggest that treating 
psychiatrists use ECT rather than slower pharmacological 
methods, in order to reduce the length of hospital stay. An- 
other is reviewers who advise that patients who have re- 
sponded slowly, though successfully, to past treatment be sent 
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directly to a state hospital rather than be treated in a private 
hospital, where the bill would be paid by the insurer. 

Some carriers are becoming providers of care to coteries of 
captive subscribers, either in their own facilities or through 
contractors, with the main goal of reducing costs. Requiring 
subscribers to obtain treatment at the company store is, of 
course, the most effective way to reduce competition in the 
private sector. Obviously, it is hard on the private practitioner. 
What is more important, recent experiences in APA area IV 
show that it may be very hard on patients. 

At its summer meeting, the area IV council proposed that APA 
attempt to restrain insurers who are now requiring patients to 
terminate abruptly their ongoing treatment and transfer to com- 
pany-approved providers. The council was concerned by reports 
of patients who had been harmed by this practice. 1) A patient 
finishing up a successful analysis was told by her insurer that 
her treatment would be covered only if she were to transfer to 
a therapist provided by a new contract provider. {I am told that 
there are no psychiatrists on this provider’s roster in Ohio.) She 
was given only two sessions to accomplish this transition. Lack- 
ing the funds to continue uninsured, she quit her treatment, tell- 
ing her analyst that she felt angry, helpless, and overwhelmed. 
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2) A patient in Cincinnati, who was told to switch to another 
provider under similar circumstances, attempted suicide and 
was left with brain damaze. 3) A Toledo patient committed 
suicide in the same scenario. 

A therapeutic alliance is a terrible thing to waste. It is estab- 
lished slowly and, once ruptured, may not be easily renewed, 
as these tragic cases illustrate. These practices will earn the 
managed medical care industry a legacy of mistrust that will 
be difficult to overcome. We should make sure that the public 
does not find us guilty by association. Psychiatry should dis- 
tance itself from such schemes and expose how they jeopardize 
our patients. 


REFERENCES 
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DOUSLAS A. SARGENT, M.D., J.D. 
Grosse Pointe Farms, Mich. 


Reprints of letters to the Editor are not available. 


Correction 


The source of the “Position Statement on School-Based Health Clinics” (June 1991 issue, p. 
820) was incorrectly identified. It originated from the American Psychiatric Association Com- 
mittee on Psychiatry and Mental Health in the Schools. The committee includes Irving H. 
Berkovitz, M.D. (chairperson), Colleen E. Sari, M.D., Nancy A. Durant, M.D., Henry J. Gault, 
M.D., Angela M. Callender, M.D., Ravindra M. Manek, M.D., James P. Comer, M.D. (con- 
sultant), Charles R. Keith, M.D. (corresponding member), Elizabeth B. Weller, M.D. (consult- 


ant), and Roslyn Seligman, M.D. (consultant). 
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APA Official Actions 


1990-1991 Annual Report 
of the American Board of Psychiatry and Neurology, Inc. 


COMPOSITION OF THE BOARD 


At its business meeting in Ju-y 1990, the American Board of Psy- 
chiatry and Neurology (ABPN’ elected the following officers, who 
began their terms on Jan. 1, 1991: Dr. William E. Bell, President; Dr. 
Maurice J. Martin, Vice President; Dr. Stuart A. Schneck, Secretary; 
Dr. Gary J. Tucker, Treasurer; and Dr. Ludwig Gutmann, Executive 
Committee Member-at-Large. 

Dr. William T. McKinney {osychiatrist, Madison, Wis.), nomi- 
nated by the American Psychiatric Association {APA}, was elected to 
a 4-year term on the board ta succeed Dr. Layton McCurdy, who 
completed his second 4-year term on Dec. 31, 1990. Dr. Peter Sil- 
berfarb, M.D. (psychiatrist, Hanover, N.H.), a member of the 
American Medical Association, was elected to a 4-year term on the 
board to succeed Dr. John F. McDermott, Jr., who completed his 
second 4-year term on Dec, 31, 1990, Dr. James Shore (psychiatrist, 
Denver, Colo.), nominated by APA, was renominated and reelected 
to serve a second 4-year term as a director. To succeed Drs. Elliott 
L. Mancall, N. Paul Rosman, and Jack Whisnant, who completed 
their second 4-year terms on the board on Dec. 31, 1990, Dr. Burton 
Sandok (neurologist, Rochester, Minn.) was elected to a 4-year term, 
Dr. Marvin Fishman (child neurologist, Houston, Tex.) was elected 
to a 3-year term, and Dr. Michael P. McQuillen (neurologist, Lex- 
ington, Ky.) was elected to a 1-year term; all are members of the 
American Academy of Neurology. The scattered terms in neurology 
were instituted for this election year to even out the rotations. Dr. 
Ludwig Gutmann (neurologist, Morgantown, W.Va.}, nominated 
by the American Neurological Association, was renominated and 
reelected to serve a second 4-year term as a director. The names of 
the 1991 ABPN directors follow; those serving second 4-year terms 
are not eligible for reelection. 

From the American Medical Association—psychiatry directors: Dr. 
Kenneth Z. Altshuler (first term expires Dec. 31, 1992), Dr. Maurice 
J. Martin (second term expires Dec. 31, 1991), and Dr. Peter M. Sil- 
berfarb (first term expires Dec. 31, 1994). 

From the American Psychiatric Association—psycbiatry directors: 
Dr. William T. McKinney (first term expires Dec. 31, 1994), Dr. 
James H. Shore (second term expires Dec. 31, 1994), Dr. Peter E. 
Tanguay (first term expires Dec. 31, 1993), Dr. Lenore C. Terr (first 
term expires Dec. 31, 1991), and Dr. Gary J. Tucker (second term 
expires Dec. 31, 1992). 

From the American Neurological Association—neurology direc- 
tors: Dr. William E. Bell (second term expires Dec. 31, 1991), Dr. J. 
Donald Easton (second term expires Dec. 31, 1992}, Dr. Ludwig Gut- 
mann (second term expires Dec. 31, 1994}, and Dr. Stuart A. Schneck 
(second term expires Dec. 31, 1993). 

From the American Academy of Neurology—neurology directors: 
Dr. Mark L. Dyken, Jr. (first term expires Dec. 31, 1992), Dr. Marvin 
A. Fishman (first term expires Dec. 31, 1993), Dr. Michael P. Mc- 
Quillen, M.D. (first term expires Dec. 31, 1991), and Dr. Burton A. 
Sandok (first term expires Dec. 31, 1994). 

Dr. Stephen C. Scheiber is the Executive Vice President of the 
ABPN. 
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EXAMINATIONS 
Part I 


At the part I (written) examination on April 2, 1991, 2,422 psy- 
chiatrists were examined; 1,406 (58%) passed and 1,016 (42%) 
failed. A total of 789 neurologists (including child neurologists) were 
examined; 395 (50%) passed and 394 (50%) failed. Table 1 contains 
the numbers of candidates in each year from 1986 to 1991. The next 
part I examination will be held on March 31, 1992. Applications for 
that examination are due no later than Sept. 1, 1991, and are available 
from the American Board of Psychiatry and Neurology, Inc., 500 Lake 
Cook Rd., Suite 335, Deerfield, IL 60015. 


Geriatric Psychiatry 


At the first geriatric psychiatry (written) examination on April 2, 
1991, 661 geriatric psychiatrists were examined; 491 (74%) passed 
and 170 (26%) failed. The next geriatric psychiatry examination will 
be held in concert with the part I examination on March 31, 1992. 
Applications for that examination are due no later than Sept. 1, 1991, 
and are available from the American Board of Psychiatry and Neu- 
rology, Inc., 500 Lake Cook Rd., Suite 335, Deerfield, IL 60015. The 
ABPN anticipates offering this 3-1/2 hour, multiple-choice written 
examination on an average of once every other year. 


Clinical Neurophysiology 


The first examination for certification in Added Qualification in 
Clinical Neurophysiology will be held in concert with the next part I 
examination, which will be held on March 31, 1992. Applications for 
that examination are due no later than Sept. 1, 1991, and are available 
from the American Board of Psychiatry and Neurology, Inc., 500 Lake 
Cook Rd., Suite 335, Deerfield, IL 60015. It is anticipated that six 
national sites will be used to administer a 4-hour, multiple-choice 
written examination. The ABPN anticipates administering this exami- 
nation an average of once every 2 years. 


Part II 


At the 1990 part II (oral) examinations held in Seattle (March 11- 
13), Minneapolis (June 11-12), and Washington, D.C. (Oct. 28-30), 
1,629 psychiatrists, 495 neurologists, and 67 child neurologists were 
examined. For statistics on these examinations, refer to table 2. The 
examination sites for 1991 are Los Angeles (Jan. 14-15), New Or- 
leans (April 15-16), and Philadelphia (Oct. 28-29). 

The current fees for examination are as follows: part I examination 
fee=$575, part I reexamination fee=$300, part Il examination 
fee=$500, part H reexamination fee (failure of major or major and 
minor)=$500, part H reexamination fee (failure of minor)=$300, geri- 
atric psychiatry examination fee=$750, geriatric psychiatry reexami- 
nation fee=$500, clinical neurophysiology examination fee=$750, 
clinical neurophysiology reexamination fee=$500. 
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TABLE 1. Candidates for ABPN Part [ (Written) Examination, 1986—1991 


Number of Candidates 
Physician Status 


Met requirements 
Accepted examin- 
ation 2,574 2,477 2,782 3,092 3,142 3,604 


2,703 2,649 2,861 3,134 3,213 3,640 


Took examination 2,301 2,255 2,471 2,725 2,831 3,211 


BOARD DECISIONS AND ITEMS OF INTEREST 


1. The American Board of Medical Specialties approved the appli- 
cation of the ABPN for certification for Added Qualification in Clini- 
cal Neurophysiology at its September 1990 meeting. The examination 
is available to individuals who meet the requirements and are certified 
by the ABPN in neurology, psychiatry, or neurology with special 
qualification in child neurology. The Committee on Certification for 
Added Qualification in Clinical Neurophysiology was appointed in 
July 1990 pending approval by the American Board of Medical Spe- 
cialties, and it held its first meeting in October 1990. For 1991, the 
committee’s members are Dr. Ludwig Gutmann (ABPN neurology 
director, Morgantown, W.Va.), chairman, serving a 4-year term; Dr. 
Jasper Daube (neurologist, Rochester, Minn.), vice chairman, serving 
a 6-year term; Dr. James Albers (neurologist, Ann Arbor, Mich.), serv- 
ing a 3-year term; Dr. John Brick (neurologist, Morgantown, W.Va.), 
serving a 5-year term; Dr. Joan Cracco (neurologist, Brooklyn, N.Y.), 
serving a 4-year term; Dr. Roger Cracco (neurologist, Brooklyn, 
N.Y.), serving a 3-year term; Dr. William Erwin (psychiatrist, Dur- 
ham, N.C.), serving a 2-year term; Dr. Mark Hallett (neurologist, 
Bethesda, Md.), serving a 4-year term; Dr. William Kennedy (neurolo- 
gist, Minneapolis, Minn.), serving a 2-year term; Dr. Michael McQuil- 
len{ABPN neurology director, Lexington, Ky.), serving a 2-year term; 
Dr. Lawrence Phillips (neurologist, Charlottesville, Va.), serving a 5- 
year term; and Dr. Barbara Westmoreland (neurologist, Rochester, 
Minn.), serving a 6-year term. Certificates issued will be 10-year, time- 
limited certificates. 

2. The ABPN held a conference during its July 1990 meeting. For 
psychiatry the focus was on subspecialization in addiction psychiatry, 
and representatives from APA and the American Academy of Psychia- 
trists in Alcohol and Addictions attended. During the board meeting 
following the conference, the ABPN voted to proceed with plans to 
consider offering an examination for certification in addiction psy- 
chiatry. The APA Commission on Subspecialization and the APA 
Board of Trustees approved the subspecialization request of the 
American Academy of Psychiatrists in Alcoholism and Addictions, 
and a letter of intent and application has been sent to the American 
Board of Medical Specialties. This should he reviewed and approved 
through the American Board of Medical Specialties no earlier than 
September 1991, and the earliest time an examination could be ad- 
ministered would be in 1993. 

For neurology the focus was on child neurology training issues, and 
representatives from the Child Neurology Society were invited to par- 
ticipate. During the board meeting following the conference, for can- 
didates applying for certification in neurology with special qualifica- 
tion in child neurology, in lieu of the current requirement of 2 years 
of approved training in pediatrics the ABPN voted to accept 1 year of 
approved training in pediatrics plus 1 year of approved training in 
internal medicine. An acceptable alternative to the 1 year of internal 
medicine is a full year in which a minimum of 8 months of training 
must be in internal medicine, the details of which must be documented 
by the internal medicine training director. The composition of these 
8 months cannot include rotations in neurology or emergency medi- 
cine. 

3. The ABPN determined that it will no longer report separately 
the scores of U.S. and Canadian medical graduates and those of inter- 
national medical graduates in the annual report. Scores will be re- 
ported by pass/fail and new candidate/reexaminee. 

4. The ABPN reaffirmed that its part I written examination has a 
criterion-referenced approach to standard setting. 
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TABLE 2. Performance of Physicians Who Took ABPN Part ii (Oral) 
Examination in 1990 


Passed and 
Were Cectified Failed 
Candidate Group N N % N % 
All specialties 2,191 1,368 62 823 38 
New candidates 1,547 1,058 68 489 32 
Reexaminees 644 310 48 334 52 
Psychiatry 1,629 967 59 662 41 
New candidates 1,129 745 : 66 384 34 
Reexaminees 500 222 44 278 56 
Neurology 495 357 12 138 28 
New candidates 374 283 76 91 24 
Reexaminees 122 74 61 47 39 
Child neurology 67 44 65 23 34 
New candidates 44 30 63 14 32 


Reexaminees 23 14 61 9 39 


5. The history of the first 50 years of the ABPN, edited by Dr. Marc 
Hollender, has been published. 

6. The ABPN determined that candidates be notified in writing and 
orally of the possibility of having a patien: in the part II oral exami- 
nation who has an infectious disease, as n normal practice, which 
could include HIV-positive patients. As in the past, candidates must 
still bring their own equipment to examine patients, such as pins and 
gloves, and the ABPN will request that eaca neuzology and child neu- 
rology examination site provide a receptacle for the pins. 

7. The ABPN reaffirmed its policy wheceby the recertification ex- 
amination given by the ABFN will not be offered to any individual 
who has not been certified by the ABPN. 

8. The ABPN reaffirmed its policy whereby all licensing and train- 
ing requirements must be me: before application for examination. The 
only exception is for residents who complete training after Seot. 1 but 
before Oct. 1. Such applican:s may submit an application by the Sept. 
1 deadline only if they contact the ABPN office in writing be<ore July 
1 to obtain information regerding special application procedures. 

9, The ABPN reaffirmed its policy whereby every applicant must 
have an unlimited license to practice medicine in a state, common- 
wealth, or territory of the United States or a province of Canada. 
Every applicant is required z0 submit copies of current licer.se regis- 
trations and expiration dates with the application, in addition to 
documentation of all trainirg. 

10. Documentation for training submitted with part I applications 
must include exact dates of training. The ABPN will accept only cer- 
tificates that include precise training in the specialty in which the ap- 
plicant seeks certification. Certificates that state, for example, “resi- 
dent in Internal Medicine/Fsychiatry” or other dual statements will 
not be accepted as documentation of psychiatry training by the ABPN. 

11. The ABPN determined that the appropriate Residency Review 
Committees of the Accreditation Council for Graduate Medical Edu- 
cation will be advised if apparent problems within residency training 
programs are discovered during the norraal course of reviewing cre- 
dentials. The training program will be acvised if a report is made to 
the Residency Review Committee. Training directors have been ad- 
vised that the ABPN has instituted this p-ocess. 

12. In conjunction with its summer 19°1 policy meeting, the ABPN 
will be holding a retreat thar will focus on recertification. Repre- 
sentatives from some of the boards of the American Board of Medical 
Specialties that have recertification examinations in place have been 
invited to attend. 

13. At the 1990 APA arnual meeting the ABPN offered a work- 
shop that focused on recertification. The ABPN psychiatry directors 
presented information and responded tc questions. In addition, the 
ABPN Executive Vice President and psycniatry directors have partici- 
pated in plenary sessions and other work: hops of APA and the Ameri- 
can Association of Directors of Psychiatcic Residency Training in an 
attempt to clarify informat.on and to publicize current issues of inter- 
est. A workshop held at the 1991 APA annval meeting focused on 
subspecialization. 
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14. At the fall 1990 meeting of the American Neurological Asso- 
ciation and the spring 1991 meeting of the American Academy of 
Neurology, ABPN neurology directors and the Executive Vice Presi- 
dent met with the Association of University Professors of Neurology 
to discuss current issues of the board and to respond to questions. 
This meeting proved valuable ir: outlining the board’s current policies 
and training requirements. 


COMMITTEE ON CERTIFICATION IN CHILD AND 
ADOLESCENT PSYCHIATRY 


At its business meeting in February 1990, the Committee on Cer- 
tification in Child and Adolescent Psychiatry elected the following 
officers, who began their terms on Jan. 1, 1991: Dr. Joel P. Zrull, 
Chair; Dr. Theodore Shapiro, Vice Chair; Dr. Lois T. Flaherty, Sec- 
retary~Treasurer. 

Dr. Catherine DeAngelis, representative on the committee from the 
American Board of Pediatrics, resigned in 1990, having been elected 
a director of the American Board of Pediatrics. The committee elected 
Dr. Walter R. Anyan, Jr. (New Haven, Conn.) to complete her 6-year 
term. 

Or. Mark L. Blotcky (Dallas, Tex.) was elected to a 6-year term 
effective Jan. 1, 1992, to succeed Dr. Joel P. Zrull, who completes his 
6-year term on the committee on Dec. 31, 1991. 

Members of the Committee cn Certification in Child and Adoles- 
cert Psychiatry are elected to serve one 6-year term and are not eli- 
gible for reelection. The members of the 1991 committee are Dr. Joel 
P. Zrull (Toledo, Ohio; term expires Dec. 31, 1991), Dr. Theodore 
Shapiro (New York, N.Y.; term expires Dec. 31, 1993), Dr. Lois T. 
Flaherty, (Baltimore, Md.; term expires Dec. 31, 1993), Dr. Walter 
R. Anyan, Jr., representative frem the American Board of Pediatrics 
(New Haven, Conn.; term expires Dec. 31, 1994), Dr. Thomas M. 
Haizlip (Raleigh, N.C.; term expires Dec. 31, 1995), Dr. Kenneth S. 
Robson (Hartford, Conn.; term 2xpires Dec. 31, 1994), and Dr. Wil- 
liam H. Sack (Portland, Ore.; term expires Dec. 31, 1992). 

At its Sept. 7—9, 1990, examination in Denver, the committee ex- 
amined 284 candidates; 189 (67%) passed, 41 (14%) conditioned, 
and 54 (19%) failed or failed/mast reapply. For additional statistics 
refer to table 3. The 1991 examination will be held Sept. 20-22, 
1951, in Baltimore. The 1992 examination will be held Sept. 11-13, 
1992, in Chicago. Applications are due by the May 1 preceding the 
examination and are available from the American Board of Psychia- 
try and Neurology, Inc., 500 Leke Cook Rd., Suite 335, Deerfield, 
IL 60015. 

The current fees for examination are as follows: application 
fee=$250, oral examination fee=S550, oral reexamination fee (condi- 
tion)=$375, oral reexamination fee (failure}=$550, written examina- 
tion or reexamination fee=$275. 

Applicants are required to submit copies of current license regis- 
trations and expiration dates wich their applications, in addition to 
documentation of all training. All licensing and training requirements 
must be met before application for examination. 

Cither items of interest and decisions made by the Committee on 
Certification in Child and Adolescent Psychiatry include the follow- 
ing. 
1. The committee continues to arrange examinations in a weekend 
format. This format has been received positively by an overwhelming 
majority of candidates, examiners, and host facilities. 

2. The committee continues to note difficulties with certificates is- 
sued to residents. If child psychietry training is done during general 
resicency, it must be designated as such. 
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TABLE 3. Performance of Physicians Who Took Oral Examinations in Child 
and Adolescent Psychiatry in 1990 


Candidate Performance Number Percent 
All candidates l 284 ` 100 
Pass 189 67 
Condition 41 14 
Fail 36 13 
Fail, must reapply 18 6 
New candidates 222 78 
Pass 145 65° 
Condition i 41 19° 
Fail 36 16? 
Reexaminees 62 22 
Pass _ 44 71? 
Fail, must reapply 18 29° 


aBased on total number of new candidates. 
Based on total number of reexaminees. 


COMMITTEE ON CERTIFICATION FOR ADDED 
QUALIFICATION IN CLINICAL NEUROPHYSIOLOGY 


The members of this committee were listed earlier in this report. 
The first examination will be held March 31, 1992. Completed appli- 
cations are due the Sept. 1 preceding the examination and are avail- 
able from the American Board of Psychiatry and Neurology, Inc., 500 
Lake Cook Rd., Suite 335, Deerfield, IL 60015. 

The current fees for examination are as follows: examination 
fee=$750, reexamination fee=$500. 

1. General requirements are as follows. 

a) Candidates must be certified by the ABPN in general psychiatry, 
general neurology, or neurology with special qualification in child 
neurology. 

b) All licensing and training requirements must be met before ap- 
plication for examination. l 

c) A formal application on the original form must be completed and 
filed by the deadline. Photocopies of applications will not be accepted. 

d) Applicants must have completed a 1-year fellowship in clinical 
neurophysiology in a program approved by the Accreditation Council 
for Graduate Medical Education, beginning no sooner than post- 
graduate year 5. The emphasis can be in any area of interest, but this 
must be documented by a letter from the training director describing 
the training and verifying its successful completion. For the first 5 
years admission to examination may also be achieved by completing 
a 1-year fellowship in a clinical neurophysiology program that is 
clearly identified as a U.S. or Canadian program. The training can also 
be achieved by practice time in neurophysiology of 3 years full-time 
or equivalent {6 years at one-half time, etc.). 

e) After the initial 5-year period, applicants will be accepted for 
examination only if they have successfully completed a 1-year fellow- 
ship program in clinical neurophysiology approved by the Accredita- 
tion Council for Graduate Medical Education. 

2. Certificates will be issued fora 1 0-year, time-limited period, after 
which recertification will be necessary to maintain active certification. 

3. Examinations will be given once a year or once every other year 
depending on the number of candidates. 

4. For additional information the “Information for Applicants for 
Certification in Added Qualification in Clinical Neurophysiology” 
may he obtained from the American Board of Psychiatry and Neurol- 
ogy, Inc., 500 Lake Cook Rd., Suite 335, Deerfield, IL 60015. 
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APA OFFICIAL ACTIONS 


The American Board of Psychiatry and Neurology, Inc.: 
Report on the 1990 Examinations 


The following successfully completed the Board examination in March 1990. 


PSYCHIATRY 


Sharone Ann Abramowitz, M.D., Oakland, CA 
Balkozar Seifeldin Adam, M.D., Little Rock, AR 
Richard T. Adamson, M.D., Seattle, WA 
Frederick Philip Alpern, M.D., Baltimore, MD 
Naleen Naupaka Andrade, M.D., Honolulu, HI 
Deanna Louise Armstrong, M.D., Houston, TX 
Scot: Chester Armstrong, M.D., Washington, DC 
Dolph James Arnicar, M.D., Encinitas, CA 


Joseph Gordon Babin, M.D., Cheyenne, WY 
Patrick Desmond Bacon, M.D., Denver, CO 
Anthony G. Bassanelli, M.D., East Amherst, NY 
John Battaglia, M.D., Dallas, TX 

Dennis Dean Beedle, M.D., West Newton, MA 
Daniel Mark Begel, M.D., Milwaukee, WI 
Benjamin Bensoul, M.D., San Diego, CA 

Alla Berdich, M.D., Northbrook, IL 

Judith Leah Berg, M.D., New York, NY 

Alan Lee Berkowitz, M.D., Encinitas, CA 
Bettina Eloise Bernstein, D.O., Salem, OR 
Michael James Bernstein, M.D., Portland, OR 
Paul Wesley Best, Jr., M.D., Midland, TX 

David Henry Beyer, Jr., M.D., Hillsboro, TX 
Bruce Charles Black, M.D., Silver Spring, MD 
Rotert Vincent Blanche, M.D., Baton Rouge, LA 
Paul Bradley Bohn, M.D., Santa Monica, CA 
Judith Margarete Bowen, M.D., Topeka, KS 
Michael John Brase, M.D., Long Beach, CA 
Lawrence Braslow, Jr., M.D., Venice, CA 
Robert Crocker Brasted, Jr., M.D., Portland, OR 
Anne Louise Buchinski, M.D., Seattle, WA 
Gregory Charles Bunt, M.D., Yonkers, NY 
Viv:en Kleinman Burt, M.D., North Hollywood, CA 


John William Cain, M.D., Dallas, TX ` 
Cherye Celeste Callegan, M.D., Dallas, TX 
Gigvanni Caracci, M.D., New York, NY 

Anavel Osorio Carin, M.D., Elmont, NY 

Jay Cornel Carlson, M.D., Denver, CO 

Mark Joseph A. Cerbone, M.D., FPO Seattle, WA 
Richard Alan Charles, D.O., Brooklyn, NY 

Chi Ping Margaret Chu, M.D., Elmhurst, NY 
Leslie Lucien Citrome, M.D., Spring Valley, NY 
Cheryl Ann Clark, M.D., Denver, CO 

Robert Carl Clark, M.D., Denver, CO 

Robin LaRae Clark, M.D., Elgin, IL 

Anchony Lee Claxton, M.D., Forney, TX 

Cindy Clover, M.D., Denver, CO 

Mari Lois Johnson Cole, M.D., Wichita Falls, TX 
Brian Doyle Coleman, M.D., Seattle, WA 

David Howard Conney, M.D., New York, NY 
John Howard Coverdale, M.D., Houston, TX 
Martha Lynn Crowner, M.D., New York, NY 


Evelyn Earlene DalPozzo, M.D., Denver, CO 

Ernani John D’Angelo, M.D., Huntington Beach, 
CA 

John Rodney Debus, M.D., Dallas, TX 

Derothea L. DeGutis, M.D., Chicago, IL 

Melissa Derfler, M.D., Irvine, CA 

Dickson Stewart Diamond, M.D., Los Angeles, CA 

Steven Franklin Dingle, M.D., Mesa, AZ 

Paula C. Dobbs-Wiggins, M.D., Dallas, TX 

Dorcas Jean Dobie, M.D., Seattle, WA 

Janice Bebe Dorn, M.D., Phoenix, AZ 

Stephen Edward Dossick, M.D., San Francisco, CA 

Allison Jane Doupe, M.D., South Pasadena, CA 

David Adam Downs, jr., M.D., Omaha, NE 
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Ronald Gayle Early, Ph.D., M.D., Seattle, WA 
Marta Maria Echevarria~Gonzalez, M.D., Mesquite, 
TX 


Ann Thomas Echols, M.D., Phoenix, AZ 

John Ray Edwards, M.D., Burlington, VT 

Glen Raymond Elliott, M.D., San Francisco, CA 
Robert Arthur Evans, M.D., Tucson, AZ 


Janet Marie Fairbanks, M.D., Haworth, NJ 
Antoinette Marie Falk, M.D., Columbia, MD 
Basil Mohamed Farid, M.D., Sugarland, TX 
Robert Francis Fearnot, M.D., Killeen, TX 
Cheryl Lee Feigal, M.D., Oklahoma City, OK 
Richard C. Fettes, M.D., Anchorage, AK 
Vicki M. Fiore, M.D., Englewood, NJ 

Judith Ann Fisher, D.O., Mexico, MO 

Paul Stuart Fishman, M.D., San Francisco, CA 
Mary Ann Flatley, M.D., San Antonio, TX 
Esther Dennis Fridman, M.D., Teaneck, NJ 
Janine Bergerac Fromm, M.D., Berkeley, CA 
Linda Jo Fuller, D.O., Alameda, CA 


Gloria Ann Gage, D.O., Fort Worth, TX 

Ihor Anton Michael Galarnyk, M.D., Palm Springs, 
CA 

Eduardo Garcia-Ferrer, M.D., Manchester, MO 

John David Garmon, M.D., San Diego, CA 

Joseph Alvin Gartner, M.D., Los Angeles, CA 

Gerry Francis Gaviola, M.D., Edison, NJ 

Randy Steven Gergel, M.D., St. Louis, MO 

Shoshana Gerson, M.D., Los Angeles, CA 

Tapobrata Ghosh, M.D., Berkeley, CA 

Monika Gierz, M.D., Riverside, CA 

Stuart Ballon Gluck, M.D., Los Angeles. CA 

Elma Gonzales-Granado, M.D., Bedford, TX 

Karl Goodkin, M.D., Miami, FL 

Manju R. Goyal, M.D., Mesquite, TX 

Cathal Patrick Grant, M.D., Houston, TX i 

Benjamin Cesare Grasso, M.D., Eagle River, AK 

Mcheko Akiba Graves, M.D., Oakland, CA 

David Lowell Graybill, M.D., Lafayette, CO 

Judith J. Greenberg, M.D., Huntington, NY 

Paul Martin Grekin, M.D., Seattle, WA 


James Moffett Hageman, M.D., San Antonio, TX 

Deborah Jean Hales, M.D., Palo Alto, CA 

Ellen Haller, M.D., San Francisco, CA 

Tora Hanssen, M.D., Berkeley, CA 

Thomas Gray Hardaway, M.D., Harker Heights, 
TX 

R. Andrew Harper, M.D., Houston, TX 

Lynne Louise Haynes, M.D., Palo Alto, CA 

Saul Herschel Helfing, M.D., Fresno, CA 

Robert Alan Herman, M.D., New York, NY 

Abilio Agapito Hernandez, M.D., Mortebello, CA 

Paul Brently Hicks, M.D., Temple, TX 

Debra Ann Hill, M.D., Mission Viejo, CA 

Mark Reeves Hoerr, M.D., Seattle, WA 

Eve Katherine Hohly, M.D., Hutchinson, KS 

Peter John Holland, M.D., Aptos, CA 

Cheryl Ann Hollingsworth, M.D., Las Cruces, NM 

Robijn Kerst Hornstra, M.D., Kansas City, MO 

Josie Ann Hudson, M.D., Laredo, TX 


Vijayababu Jampala, M.D., Temple, TX 

Stephen Paul Jarvis, M.D., St. Joseph, MO 

Ajitkumar Naraindas Jetmalani, M.D., Portland, 
OR 

James Blake Jones, M.D., Seattle, WA 

Robert Sheldon Jones, M.D., Vallejo, CA 


Marcia Anne Kahn, M.D., Portland, OR 

Eric W. Kaplan, M.D., Denver, CO 

Jasjit Kaur, M.D., Anaheim, CA 

Jennifer Rege Kearney, M D., North Hollywood, 
CA 


Sidney Arthur Kelt, M.D., Desoto, TX 
Christopher Charles Kessler, M.D., Sepulveda, CA 
Richard Fox Hammatt Kirk, M.D., Sonoma, CA 
Davie Michael Klebanoff, M.D., Mesa, AZ 

Jan Ellen Kohl, M.D., Kew Gardens, NY 

Stephen Frank Kowalski, M.D., Topeka, KS 

H. Susan Kower, M.D., Leucadia, CA 

Mary Lisa Kchlman, M.D., Burlingame, CA 

Janet Lee Kusler, M.D., Vancouver, BC 


Michael Tedford Lambert, M.D., Desoto, TX 

Chris Meadowcroft Lang, M.D., Salt Lake City, UT 

Mary G. Langdon, M.D., Denver, CO 

Richerd Burnham Lanman, M.D., Los Altos, CA 

Katharine Rexroth Leavitt, M.D., San Francisco, CA 

Elbert H. Leigh, M.D., Gillette, WY 

Allan Lloyd Levy, M.D., Frederick, MD 

Kelvin 0. Lim, M.D., Palo Alto, CA 

Kenneth M. Lipman, M.D., Martinez, CA 

Martha Jane Little, M.D., Atlanta, GA 

Elizabeth Patrice Loken-Egdahl, M.D., Santa 
Clerita, CA. 

Charles Joseph LoPiccolo, I.D., New Rochelle, NY 


Mark Lyman Magulac, M.D., San Diego, CA 
Keith Michael Markley, M.D., Denvez, CO 
Robert Sacks Martin, M.D., Santa Monica, CA 
Gary Lee Martz, M.D., Denver, CO 

Jeffrey Edwin Max, M.D., West Des Moines, IA 
William McAndrew, M.D., San Diego, CA 
Robert Edwerd McCool, M.D., Jackson, MO 
Rex Hammand McGehee, M.D., Denver, CO 
Niliraa Nikhil Mehta, M.D., Austin, TX 

James Randy Mervis, M.D., Sepulveda, CA 
Arn Lloyd Mirow, M.D.. Encinitas, CA 
Richard Wayne Moczygemba, M.D., Killeen, TX 
Linda Diane Moghtader, M.D., Los Angeles, CA 
Jane: Ann Mohr, M.D., Sugarland, TX 
Francisco Emilio Montalvo, M.D., Fresno, CA 
Hugi Thomas Moore, Jr., M.D., Atlanta, GA 
Laurie Jo Moore, M.D., Portland, OR 

Jose L. Moral, M.D., Newport Beach, CA 
Diare Mosbacher, M.D., San Francisco, CA 
Crisciana N. Motet-Grigoras, M.D., Tustin, CA 
Donalda W. Murphy, M.D., Reno, NV 


Pete: Andrew Natsios, M.D., Portland, OR 

Allen Rober: Neiman, M.D., Honolulu, HI 

Kinh Van Nguyen, M.D., The Woodlands, TX 
Bradley Benjamin Nichinson, M.D., Del Mar, CA 
Lawrence Novis, M.D., Kensington, CA 


Timothy Patrick Olson, M.D., West Des Moines, IA 
Terry Osback, M.D., San Francisco, CA 

Gearge Arthur Otanez, M.D., Santa Ana, CA 

Julio Nicanor Ozores, M.D., Oakland, CA 


Ofelia Marcella Pascualy, M.D., Mercer Island, WA 
Ashok Kantilal Patel, M.D., Colonia, NJ 

Melinda Lee Payne, M.D., Billings, MT 

Peggy Jo Pazzaglia, M.D., Chevy Chase, MD 

Leslie Renee Pedersen, M.D., Sedona, AZ 

Philip Gustave Perkins, D.O., Tacoma, WA 
Michael Ray Pittman, M.D., Carrolton, TX 
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Karel Vaclav Placek, M.D., La Jolla, CA 
Kirby Keith Pope, M.D., Topeka, KS 
Jaye-Jo Portanova, M.D., Playa Del Rey, CA 


Nora Tuy Quiason, M.D., Gladstone, MO 


Mark Ragins, M.D., Torrance, CA 

Ashok Kumar Rajput, M.D., Westbury, NY 

Mark David Ramsey, M.D., Montrose, CO 

David Franklin Raney, M.D., Littleton, CO 

Steven S. Rappaport, M.D., Kingston, NY 

Fay Ellen Read, M.D., Los Angeles, CA 

Marla Anne Reckart, M.D., Tucson, AZ 

Beth Robin Reich, M.D., Santa Fe, MM 

Christopher Reist, M.D., Long Beack, CA 

Paul Bradley Renner, M.D., San Antonio, TX 

Randall K. Ricardi, D.O., Scottsdale, AZ 

James Frazer Roark, Jr., M.D., Seattle, WA 

Philip B. Robertson, M.D., Athens, WV 

William Howard Roccaforte, M.D., Omaha, NE 

Duane Alan Rodriguez-Winter, M.D., Toledo, OH 

Anthoni Re Romack, M.D., Duncanville, TX 

Ronald L, Romanik, M.D., Albuquerque, NM 

Donald Edward Rosen, M.D., Topeka, KS 

Nicholas Zingarellli Rosenllicht, M.D., Martinez, 
CA 

Louis Albert Ross, M.D., Washington, DC 

Nancy Beth Rubenstein, M.D., New York, NY 


Todd Forrest Sadow, M.D., Santa Monica, CA 

Berette Anne Salazar, M.D., Seattle, WA 

Lynn Ellen Schroeder, M.D., Oakland, CA 

Henry Philip Schwartz, M.D., New York, NY 

James Lester Scort, Jr., M.D., New Haven, CT 

David James Seitz, M.D., Del Mar, CA 

Michael Scott Seller, M.D., Westminster, CO 

Kathleen Sue Sheehan, M.D., Dallas, TX 

Daniel Frederick Shreeve, M.D., San Antonio, TX 

Stuart Michael Silverman, M.D., Santa Fe, NM 

Henry Peter Silvestri, M.D., Denver, CO 

Miles Alexander Simmons, M.D., Houston, TX 

Gregory Edward Simon, M.D., Seattle, WA 

Mary Kristine Simonson, M.D., Vashon, WA 

Anna Marie Horner Singdahlsen, M.D., Shreveport, 
LA 

Surjit Singh, M.D., Columbia, MO 

Jeffrey Stuart Skolnick, M.D., Seattle, WA 

Douglas Lee Smith, M.D., Honolulu, HI 

Gregory Warren Smith, M.D., Seattle, WA 

Margaret Ann Smith, M.D., Sacramento, CA 

S. Christine Smith, M.D., Palo Alto, CA 

Susan Patricia Smith, M.D., Beaverton, OR 

Eunmee Sohn, M.D., N. Richland Hils, TX 

Randall L. Solomon, M.D., Encinitas, CA 

Jose Manuel Soto-Perello, M.D., West New York, 
N 


J 
Donald Harvey Stanford, M.D., Berkeley, CA 
Michael Cooper Stevens, M.D., Warrenton, OR 
Victor Louis Stevens, M.D., Honolulu, HI 
Paul Stewart, M.D., San Francisco, CA 
Susan E. Stice, M.D., Dallas, TX 
Anna-Lisa B. Stonehill, M.D., Newport Beach, CA 
Dean James Storer, M.D., Washingtor, DC 
Daniel Thomas Suzuki, M.D., Claremont, CA 
Leslie Andrew Sziebert, M.D., Yakima, WA 
Richard Robert Szuster, M.D., Ewa Beach, HI 


Ahmad Khan Tarar, M.D., Nevada, MO 
Jonathan Zack Tepper, M.D., Cupertino, CA 
Clark Don Terrell, M.D., San Antonio, TX 
Margo Lynn Thienemann, M.D., Woodside, CA 
Richard I. Torban, M:D., Palm Desert. CA 
Arturo A. Torres, M.D., Houston, TX 
Michele Kathleen Toth, M.D., Austin, TX 
Janet Elaine True, M.D., San Antonio, TX 
Peter Keene True, M.D., Portsmouth, VA 
Susan Beckwitt Turkel, M.D., Los Angeles, CA 
Scott Alan Turpin, M.D., Dallas, TX 


Gopalakrishna K. Upadhya, M.D., Scarsdale, NY 


Randall VanSellers, M.D., FPO Seattle. WA 
Christopher Kilborn Varley, M.D., Seattle, WA 
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Eric Lorne Vickar, M.D., Dallas, TX 
Debra Fran Vilinsky, M.D., Los Angeles, CA 
Sophia Vinogradov, M.D., San Francisco, CA 


Edward Anthony Walker, M.D., Seattle, WA 

Scott Rodney Walker, M.D., Portland, OR 

Julia Katherine Warnock, M.D., Kansas City, KS 

Mary Watts, M.D., Dallas, TX 

Diane Weiss, M.D., Beverly Hills, CA 

Susan C. Weston, M.D., La Jolla, CA 

James Patrick Wiaduck, M.D., Colorado Springs, 
co 


Carolyn Ziegler Wilson, M.D., Berkeley, CA 
Roy Craig Wilson, M.D., St. Louis, MO 

Linda Beth Wittig, M.D., Bellaire, TX 

Leoneen H. Woodard-Faust, M.D., Chicago, IL 


Mari M. Yambor, M.D., San Francisco, CA 
Katherine Yarbourough, D.O., San Diego, CA 


Karl Norman Zeff, M.D., APO New York, NY 
Bonnie T. Zima, M.D., Los Angeles, CA 
Perry Philip Zuckerman, M.D., Los Angeles, CA 


NEUROLOGY 


Rakesh Agrawal, M.D., Pittsburgh, PA 
Gregory William Albers, M.D., Stanford, CA 
Edwin Curtis Amos, M.D., Santa Monica, CA 


Juan Ernesto Bahamon-Dussan, M.D., Corpus 
Christi, TX 

Ahsan Kalim Bajwa, M.D., Fresno, CA 

Lydia Bayne, M.D., San Francisco, CA 

Philip Scott Becker, M.D., Villa Hills, KY 

James Duane Bowen, M.D., Issaquah, WA 

Dennis Patrick Briley, M.D., Portland, OR 


Gregory K. Call, M.D., Salt Lake City, UT 
Maureen Ann Callaghan, M.D., Olympia, WA 
Scott Eric Carlson, M.D., Spokane, WA 

Cynthia Lynn Chabay, M.D., Beverly Hills, CA 
Edwin Howard Charnock, M.D., De Soto, TX 
James Lewis Cimera, M.D., Miami, FL 

Stephen Douglas Collins, M.D., San Francisco, CA 
Charles Gregory Culberson, M.D., Los Altos, CA 


Mitchell Martin Danesh, M.D., Chatsworth, CA 
Michael Neil Diringer, M.D., Phoenix, MD 


Everton Anthony Edmondson, M.D., Houston, TX 
Herbert Paine Edmundson, Jr., M.D., Houston, TX 


Sherry Lynn Fieman, M.D., Los Angeles, CA 
Jerold Howard Fleishman, M.D., Owings Mills, MD 
Corey Charles Ford, M.D., Albuquerque, NM 
David George Frecker, M.D., Santa Barbara, CA 


John Joseph Geraghty ITI, M.D., Auburn, CA 
Richard Alton Graham, M.D., Los Angeles, CA 
Steven Hunt Graham, M.D., San Francisco, CA 


Dale Avry Helman, M.D., Monterey, CA 
William Eugene Henning, D.O., Great Falls, MT 
Timothy Farrar Himel, M.D., New Iberia, LA 
Marie Tulou Holland, M.D., Norfolk, VA 
William Grant Hope, M.D., Yuba City, CA 
Jonathan P. Hosey, M.D., Seattle, WA 


James Christopher Johnston, M.D., Bellevue, WA 


Saeed Kahkeshani, M.D., Houston, TX 

Jerome Marc Kane, M.D., Fort Worth, TX 
Merrill Carolyn Kanter, M.D., San Antonio, TX 
Paul Russell Kershaw, M.D., Kula, HI 

Thomas Guy Kimpel, M.D., Auburn, WA 
Donald Conrad Kitt, M.D., San Francisco, CA 
Jeffrey Gilbert Klingman, M.D., Lafayette, CA 


Harvey Jay Licht, M.D., Valencia, CA 


James Hart Little, M.D., Rollingwood, TX 
William Winzer Lytton, M.D., San Diego, CA 


Chi-Chen Mao, M.D., Burlingame, CA 

Christina Marra, M.D., Seattle, WA 

Alan William Martin, M.D., Dallas, TX 

Stephen Mark Massa, M.D., Burlingame, CA 

Laszlo Lipot Mechtler, M.D., East Amherst, NY 

Thomas Alexander Mitchell, M.D., Duncanville, TX 

Cyrus Khushroo Mody, M.D., West Los Angeles, 
CA 

Lennart Mucke, M.D., Encinitas, CA 

Lawrence Cullum Murphy, M.D., Woodinville, WA 


Jeffrey Lioyd Noebels, M.D., Houston, TX 
William Horace Noland, M.D., Tucson, AZ 


Stefan Matthias Pulst, M.D., Los Angeles, CA 


John Joseph Ribaudo, M.D., Oakland, CA 

Orlando Arthur Ricalde, M.D., Colorado Springs, 
co 

Mary Elizabeth River, M.D., Visalia, CA 


Ramon Marcos Sanchez, M.D., Atlanta, GA 
Douglas W. Scharre, M.D., APO New York, NY 
Paul Ernest Schulz, M.D., Houston, TX 

Parduman Singh, M.D., Youngstown, OH 

Stuart Evan Sinoff, M.D., San Antonio, TX 
Edward Lewis Spellman, M.D., Staten Island, NY 
Mark Howard Strassberg, M.D., San Francisco, CA 


Stephen Justice Tapscott, M.D., Seattle, WA 
John Barratt Townsend IH, M.D., Wilmington, DE 


Barbara Grace Vickrey, M.D., Los Angeles, CA 
Joseph Walter Vickroy, Jr., M.D., Manhattan Beach, 
CA 


Mark Gregory Welborn, M.D., Houston, TX 
Vicki Lynn Wheelock, M.D., Sacramento, CA 
Bowen Yee Wong, M.D., Oakland, CA 


Bassem Ibrahim Yamut, M.D., Beirut, Lebanon 


NEUROLOGY WITH SPECIAL 
QUALIFICATION IN CHILD 
NEUROLOGY 


Sid W. Atkinson, M.D., Fort Sam Houston, TX 


Bruce Howard Cohen, M.D., Beachwood, OH 
Thomas Owen Crawford, M.D., Baltimore, MD 


Linda Marie Famiglio, M.D., Seatrle, WA 


Evelyn Gonzalez, M.D., Caguas, PR 
Rani N. Gowrinathan, M.D., Beverly Hills, CA 


Nancy T. Huang-Santos, M.D., Lodi, CA 


Gregory Paul MacDonald, M.D., San Francisco, CA 
George S.H. Makari, M.D., Des Moines, IA 
Bernard Lee Maria, M.D., Toronto, Ontario 
Warren Alan Marks, M.D., Fort Worth, TX 
Bradford Russell Miller, M.D., Aurora, CO 
Christopher Alan Miller, M.D., Knoxville, TN 
Augusto Morales, M.D., Springfield, IL 

Harley Bascom Morgan, M.D., Tacoma, WA 


Young Pinckney Oliver, M.D., Austin, TX 
Mary Elizabeth Smith, M.D., Omaha, NE 
Balbir Singh Virdi, M.D., Riyadh, Saudi Arabia 


Larry Eugene White, M.D., Norfolk, VA 
Beverly Smith Wical, M.D., Albuquerque, NM 


Kelvin Akira Yamada, M.D., St Louis, MO 
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The following successfully completed the Board examination in June 1990. 


PSYCHIATRY 


James Lawrence Abelson, M.D., Ann Arbor, MI 
Neal Howard Adams, M.D., Oakland, CA 
Robert Watson Alcorn, M.D., Beachwood, OH 
Dewey Dale Archer, Jr., M.D., Lake Charles, LA 
Abdallah Onsy Askar, M.D., Raleigh, NC 

Nutan Avinash Atre-Vaidya, M.D., Naperville, IL 


Karen Rene Ballou, M.D., Roanoke Rapids, NC 

Gregory Paul Barclay, M.D., Jasper, IN 

George Bartzokis, M.D., Marina Del Rey, CA 

Lee Howard Becker, M.D., Chicago, IL 

Ted Eugene Becker, Jr., M.D., New York, NY 

Willam Thomas Beecroft, M.D., Mason, MI 

Elise beth Prosser Bellows, M.D., Los Altos Hills, CA 

Eric Benjamin, M.D., Scottsdale, AZ 

Jean Reddell Berggren, M.D., Cleveland Heights, 
OH 

Karen Waldrip Berry, M.D., Memphis, TN 

Mary Carol Blazek, M.D., Rockford, IL 

John Franklin Bober, M.D., Westerville, OH 

Phyllis Marie Boniface, M.D., Ann Arbor, MI 

Philip Clinton Bowman, M.D., Columbia, $C 

Joel Donald Bregman, M.D., Madison, CT 

Karen Elizabeth Broguet, M.D., Springfield, IL 

Frank Wayne Brown, M.D., Stone Mountain, GA 

Roger Kevin Brown, M.D., Dallas, TX 

James Bernard Brunner, M.D., Chicago, IL 

Stephen Eugene Buie, M.D., Asheville, NC 

Regina Bussing, M.D., Gainesville, FL 

Daljit Singh Buttar, M.D., Goldsboro, NC 

Jay Michael Butterman, D.O., Niceville, FL 


En-ico de Guzman Camara, M.D., South Euclid, OH 

Anthony Campo, M.D., Delray Beach, FL 

Anthony Glenn Carraway, M.D., Chapel Hill, NC 

Jerry L. Carter, M.D., Pittsburgh, PA 

Sharon Maureen Carter, M.D., Port Orchard, WA 

Maria Theresa Caserta, M.D., Evanston, IL 

Paragini Kantilal Chandarana, M.D., Indian Head 
Park, IL 

Narendra Chauhan, M.D., Phoenix, AZ. 

Steven Elliot Clarke, M.D., Edina, MN 

James Emery Claytor, M.D., Marietta, GA 

Kathy Lee Coffman, M.D., Los Angeles, CA 

Natalie J. Colapelle-Snodgrass, M.D., Gainesville, 
FL 


Alan Randolph Cole, M.D., San Francisco, CA 

Linda Sue Cole, M.D., Shreveport, LA 

Dennis Thomas Cozzens, M.D., Chagrin Falls, OH 
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(FALOPERIDOL) INJECTION = 100mg/mL 


ALDOL Decanoate 50 


(HALOPERIDOL) INJECTION = 50mg/mL 


x For IM Injection Only 
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The following is a brief summary only. Before prescribing, see complete prescribing information in 
HALDOL and HALDOL Decanoate product labeling. 


Contraindications: Since the pharmacologic and clinical actions of HALDOL Decanoate 50 and HALDOL 
canoate 100 are attributed to HALDOL haloperidol as the active medication, Contraindications. Warnings, 
and additional information are those of HALDOL. modified to reflect the prolonged action. 
HALDOL is contraindicated in severe toxic central nervous system depression or comatose states from 
any Cause and in individuals who are hypersensitive to this drug or have Parkinson's disease. 


arnings: Tardive Dyskinesia: Tardive dyskinesia, a syndrome consisting of potentially irreversible, involun- 
ary, dyskinetic movements may develop in patients treated with antipsychotic drugs. Although the preva- 
lence of the syndrome appears to be highest among the elderly, especially elderly women, it is impossible to 
rely upon prevalence estimates to predict, at the inception of antipsychotic treatment, which patients are 
~ likely to develop the syndrome. Whether antipsychotic drug products differ in their potential to cause tardive 
dyskinesia is unknown. Both the risk of developing tardive dyskinesia and the likelihood that it will become 
irreversible are believed to increase as the duration of treatment and the total cumulative dose of antipsy- 
> chotic drugs administered to the patient increase. However, the syndrome can develop, although much less 
commonly, after relatively brief treatment periods at low doses. There is no known treatment for established 
cases of tardive dyskinesia, although the syndrome may remit, partially or completely, if antipsychotic 
treatment is withdrawn. Antipsychotic treatment, itself, however. may suppress (or partially suppress) the 
signs and symptoms of the syndrome and thereby may possibly mask the underlying process. The effect 
that symptomatic suppression has upon the long-term course of the syndrome is unknown. Given these 
considerations, antipsychotic drugs should be prescribed in a manner that is most likely to minimize the 
occurrence of tardive dyskinesia. Chronic antipsychotic treatment should generally be reserved for patients 
who suffer from a chronic illness that 1) is known to respond to antipsy- 
chotic drugs, and 2) for whom alternative, equally effective, but potentially 
less harmful treatments are not available or appropriate. In patients who 
.. do require chronic treatment, the smallest dose and the shortest duration 
of treatment producing a satisfactory clinical response should be sought 
The need for continued treatment should be reassessed periodically. If 
signs and symptoms of tardive dyskinesia appear in a patient on antipsy- 
chotics, drug discontinuation should be considered. However. some 
patients may require treatment despite the presence of the syndrome. (For 
further information about the description of tardive dyskinesia and its 
Clinical detection, please refer to ADVERSE REACTIONS) 
Neuroleptic Malignant Syndrome (NMS): A potentially fatal symptom 
g complex sometimes referred to as Neuroleptic Malignant Syndrome 










(NMS) has been reported in association with antipsychotic drugs. Clinical 
manifestations of NMS are hyperpyrexia, muscle rigidity. altered mental 
status (including catatonic signs) and evidence of autonomic instability 
(irregular pulse or blood pressure. tachycardia, diaphoresis. and cardiac 
dysrhythmias). Additional signs may include elevated creatine phosphok- 
inase, myoglobinuria (rhabdomyolysis) and acute renal failure. The diag- 
nostic evaluation of patients with this syndrome is complicated. In arriving 
at a diagnosis, it is important to identify cases where the clinical presen- 
tation includes both serious medical illness (e.g., pneumonia. systemic 
infection, etc.) and untreated or inadequately treated extrapyramidal signs 
] and symptoms (EPS). Other important considerations in the differential 
diagnosis incluce central anticholinergic toxicity, heat stroke, drug fever 
and primary central nervous system (CNS) pathology. The management 
of NMS shoulc include 1) immediate discontinuation of antipsychotic 
drugs and other drugs not essential to concurrent therapy. 2) intensive 
symptomatic treatment and medical monitoring, and 3) treatment of any 
concomitant serious medical problems for which specific treatments are 
available. There is no general agreement about specific pharmacological 
treatment regimens for uncomplicated NMS. If a patient requires antipsy- 
chotic drug treatment after recovery from NMS, the potential reintroduc- 
tion of drug therapy should be carefully considered. The patient should be 
carefully monitored, since recurrences of NMS have been reported Hyper- 
pyrexia and heat stroke, not associated with the above symptom complex, 
have also been reported with HALDOL 

Usage in Pregnancy: (see PRECAUTIONS —Usage in Pregnancy) Combined Use With Lithium: (see PRE- 
CAUTIONS—Drug Interactions) 

General: Bronchopneumonia, sometimes fatal, has followed use of antipsychotic drugs, incuding haloper- 
idol. Prompt remedial therapy should be instituted if dehydration, hemoconcentration or reduced pulmonary 
ventilation occur, especially in the elderly. Decreased serum cholesterol and/or cutaneous and ocular changes 
have been reported with chemically-related drugs, although not with haloperidol. See PRECAU- 
TIONS—Information for Patients for information on mental and/or physical abilities and on concomitant use 
with other substances. 


=~ Precautions: Administer cautiously to patients: (1) with severe cardiovascular disorders. due to the possibil- 
ity of transient hypotension and/or precipitation of anginal pain (if a vasopressor is required, epinephrine 
should not be used since HALDOL may block its vasopressor activity and paradoxical further lowering of 
blood pressure may occur: metaraminol, phenylephrine or norepinephrine should be used: (2) receiving 
anticonvulsant medications, with a history of seizures, or with EEG abnormalities. because HALDOL may 
lower the convulsive threshold. If indicated, adequate anticonvulsant therapy should be concomitantly 
maintained; (3) with known allergies or a history of allergic reactions to drugs; (4) receiving anticoagulants, 
since an isclated instance of interference occurred with the effects of one anticoagulant (phenindione) 
Concomitant antiparkinson medication, if required, may have to be continued after HALDOL is discontinued 
because of different excretion rates; if both are discontinued simultaneously, extrapyramidal symptoms may 
+ occur. Intraocular pressure may increase when anticholinergic drugs, including antiparkinson drugs, are 
L administered concomitantly with HALDOL. When HALDOL is used for mania in bipolar disorders, there may 
be a rapid mood swing to depression. Severe neurotoxicity may occur in patients with thyrotoxicosis 
| receiving antipsychotic medication, including HALDOL. 
The 1, 5, 10 mg HALDOL tablets contain FD&C Yellow No. 5 (tartrazine) which may cause allergic-type 
reactions (including bronchial asthma) in certain susceptible individuals. especially in those who have aspirin 
hypersensitivity. 
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Information for Patients: Mental and/or physical abilities required for hazardous tasks or driving may be 
impaired. Alcohol should te avoided due to possible additwe effects.and hypotension 

Drug Interactions: Patients receiving lithium plus haloperido! should be monitored closely for early evi- 
dence of neurological toxicity and treatment discontinued promptly if such signs appear. As with other 
antipsychotic agents, it should be noted that HALDOL may be capabe of potertiating CNS depressants such 
as anesthetics, opiates, and alcohol 

Carcinogenesis, Mutagenesis and Impairment of Fertility: No mutagenic potential of haloperidol deca- 
noate was found in the Ames Salmonella microsomal actvation assay 

Carcinogenicity studies using oral haloperidol were conducted in Wistar rats (dosed at up to 5 mg/kg daily 
for 24 months) and in Albino Swiss mice (dosed at up to 5 mg/kg daily for 18 months). In the rat study 
survival was less than optimal in all dose groups, reducing the num ber of rats at risk for developing tumors 
However, although a relatively greater number of rats survived to the end of Me study in high dose male and 
female groups, these an.mals did not have a greater ineidence of tumors than control animals. Therefore. 
although not optimal, this study does suggest the abserce of a ha'operidol related ncrease in the incidence 
of neoplasia in rats at doses up to 20 times the usual daily humar dose for chronic or resistant patients. In 
female mice at 5 and 20 times the highest initial daily dose for chronic or resistant patients, there was a 
Statistically significant increase in mammary gland neoplasia and total tumor incidence: at 20 times the 
Same daily dose there was a statistically significant increase in pituitary gland neoplasia. In male mice. no 
Statistically significant cifferences in incidences of total tumors or specific tumor types were noted 

Antipsychotic drugs 2levate prolactin levels; the elevation persists during chronic administration. Tissue 
culture experiments indicate that approximately one-thrd of human breast cancers:are prolactin dependent 
in vitro, a factor of potential importance if the prescription of thes= drugs iscontemplated in a patient with a 
previously detected breast cancer. Although disturbances such as galactorrhea, amenorrhea. gynecomastia, 
and impotence have been reported, the clinical significance of elevated serum prolactin levels is unknown 
for most patients. An increase in mammary neoplasms has been found in rodents after chronic administra- 
tion of antipsychotic drugs. Neither clinical studies ncr epidemiologic stueies conducted to date. however. 
have shown an association between chronic administration of these drues and mammary tumorigenesis 
the available evidence is considered too limited to be conclusive at this time 

Usage in Pregnancy’ Pregnancy Category C. Safe use in pregnancy or in vomer | kely to become pregnant 
has not been established; use only if benefit clearly justifies potential hazards to te fetus 

Nursing Mothers: infants should not be nursed during drug treatment. 

Pediatric Use: Controlled trials to establish the safety and effectiveness of intramuscular administration 
in children have not been conducted 


Adverse Reactions: Adverse reactions following the administration of HALDOL Decanoate 50 or HALDOL 
Decanoate 100 are those of HALDOL haloperidol. Since vast experience has accumulated with HALDOL. the 
adverse reactions are reported for that compound as well as for haloperidol decanoate. As with all injectable 
medications, local tissue reactions have been reported with haloperidol decanoate. 

CNS Effects: Extrapyramidal Reactions—Neuromuscular (extrapyramidal) reactions have been reported 
frequently. often during the first few days of treatment Generally they involved Parkinson-like symptoms 
which when first observed were usually mild to moderately severe and usually reversible. Other types of 
neuromuscular reactions (motor restlessness, dystenia. akathsia hyperreflexia, opisthotonos, oculogyric 
crises) have been reported far less frequently, but were often more severe 
Severe extrapyramidal reactions have beer reported at relatively low 
doses. Generally. extrapyramidal symotoms are dose-related since they 
occur at relatively nigh doses and diszdpear ør become less severe when 
the dose is redueed. Antiparkinson crugs may be required. Persistent 
extrapyramidal reactions have been ported and the drug may have to 
be discontinued in such cases. Withdrawal Emergent Neurological 
Signs—Abrupt discontinuation of shorz-term antipsychotic therapy is gen- 
erally uneventful However some patients on maintenance treatment 
experience trans ent dyskinetic signs after abrupt withdrawal. In certain 
cases these are indistingushable frem “Tarcive Dyskinesia” except for 
duration. It is unknown whether gradi al withdrawal will reduce the occur- 
rence of these signs, but until further evidence is available HALDOL should 
be gradually witdrawn. Tardive Dyskinesia—As with all antipsychotic 
agents HALDOL nas been associated with persistent dyskinesias. Tardive 
dyskinesia, a syndrome cansisting c° potentially irreversible, involuntary, 
dyskinetic movements. may appear ia Somegpatients on long-term therapy 
of may occur after drug therapy has been ciscontinued. The risk appears 
to be greater in elderly pat ents on high-dose therapy. especially females 
The symptoms are persistent and in some patients irreversible. The syn- 
drome is characterized by rhythmical involuntary movements of tongue 
face, mouth or jaw (e.g.. protrusion of tongue puffing of cheeks, puckering 
of mouth, chewing movements). Sometimes these may be accompanied 
by involuntarymovemeats of extremities and the trunk. There is no 
known effective treatmert for tardve dyskinesia: antiparkinson agents 
usually do not alleviate the symptoms of this syndrome. It is suggested 
that all antipsyzhotic agents be discontinued if these symptoms appear 
Should it be necessary to reinstitute treatment, or increase the dosage of 
the agent, or switch to a cifferent artipsychotic agent, this syndrome may 
be masked. It nas been reported ‘hat fine vermicular movement of the 
tongue may bean early sgn of tardive dyskinesia and if the medication Is 
Stopped at that time the tull syndrame mey not develop. Tardive Dystoma 
—Tardive dystonia, not associated with the above syndrome, has also been 
reported. Tardive dystoni is characterizediby delayed onset of choreic or 
dystonic movements, ıs eften persistent. and has the potential of becoming 
irreversible. Osher CNS Eifects—Insomnia restlessness. anxiety, euphoria 
agitation, drowsiness, depression, lethargy. headache, confusion. vertigo 
grand mal seizures, and exacerbation of psychotic symptoms incl. ding ha lucinations, and catatonic-like 
behavioral states which may be responsive to deug withdrawal and/or treatment with anticholinergic drugs 

Body as a Whole: Neuroleptic malignant syndrome (NMS). hyperpyrex a and heat stroke have been 
reported with HALDOL. (See WARNINGS for further information concerning NMS.) Cardiovascular Effects 
Tachycardia, hyootension, hypertension and EGG changes. Hematologic Effects Reports of mild. uSually 
transient leukopenia and leukocytosis, minima! decreases in red bid0d cel counts. anemia, or a tendency 
toward lymphomonocytosis; agranulocytosis rarely reported and only in association with other medication 
Liver Effects: Impaired liver function and/or jaundice Dermatologic Reactions: Maculopapular and acneiform 
reactions, isolated cases of photosensitivity. loss of hair. Endocrine Pisorders. Lactation. breast engorgment 
mastalgia, menstrual irregularities. gynecomastia, impotence. increased libido. hyperglycemia, hypoglyce- 
mia and hyponetremia. Gastrointestinal Effects Anorexia constipation, dia’ rhea, hypersalivation, dyspepsia, 
nausea and vomiting. Autonomic Reactions: Dry mouth, blurred vision. urinary retention, diaphoresis, and 
priapism. Respiratory Effects. Laryngospasm. bronchosoasm and increzsed depth of respiration. Special 
Senses: Cataracts. retinopathy and visual disturbances. Other- Cases of Sudden and unexpected death have 
been reported in association with the admimstration cf HALDOL. The nature of the evidence makes it 
impossible to determine definitively what role, if any, HALDOL play2d in the outcome of the reported cases 
The possibility that HALDOL caused death cannot, of course, be excluded but it is to be kept in mind that 
sudden and unexpected death may occur in psychotic patients when thay go untreated or when they are 
treated with other antipsychotic drugs. 

IMPORTANT: Full directions for use should te read beore HALDOL or HALDOL Decanoate products are 
administered or prescribed. 
For information on symptoms and treatment of overdesage, see full prescribing information. 

The short-acting HALDOL injectable form is intended only for acutely agitated psychotic patients with 

moderately severe to very severe symptoms. 
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In chronic schizophrenia... 


A successful strategy 
for reducing relapse 


74% reduction in relapse rates with haloperidol decanoate 


-4 Helps reduce the number of hospitalizations 


a Less volume per injection may enhance patient acceptance—an important factor in 
sustained protection from relapse 


4 Convenient, once-a-month dosing 


A Less need for anticholinergics—a proven decrease in the number of patients requiring 
anticholinergics, over time’ 
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During dose adjustment or episodes of exacerbation of psychotic symptoms, therapy with HALDOL Decanoate 100 or HALDOL Decanoate 50 
zan be supplemented with short-acting forms of HALDOL* (haloperidol). The side effects of the decanoate products are those of HALDOL. 
The prolonged action of HALDOL Decanoate 100 and HALDOL Decanoate 50 should be considered in the management of side effects. 


Please see brief summary of Prescribing Information of adjacent page. 


=” HALDOL Decanoate 100 


(HALOPERIDOL) INJECTION 100mg/mL 
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